IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

PATENT OPERATION 

In re application of: 

Sriwongjanya et al. 
Appl.No.: 10/617,456 Group Art Unit: 1615 

Filed: July 11,2003 Examiner: Susan T.Tran 

FOR: FORMULATION AND PROCESS FOR DRUG LOADED CORES 

Mail Stop Amendment 
Commissioner for Patents 
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Alexandria, VA 22313-1450 

DECLARATION UNDER 37 CFR 1.131 

Samuel Yuk declares and states as follows: 

1 . I am one of the named inventors in the above-identified application, assigned 
to Pharmaceuticals, LLC. 

2. I have read and am familiar with the Office Action dated March 9, 2007, in the 
above-identified application. A copy of which is attached hereto as Exhibit A. I 
understand that the Examiner has rejected Claims 1, 3-6, 8, 9, 12, 13, 17-20, 27, 28, 30- 
32 and 64 under 35 U.S.C. § 102(e) in view of United States Patent No. 7,022,342 and 
claims 1, 3-6, 8, 9, 12, 13, 17-23, 27-49,51-54, 56, 57 and 60-64 under 35 U.S.C. § 
103(a) in view of the same patent. A copy of United States Patent No. 7,022,342 is 
attached hereto as Exhibit B. 

3. I have been informed by the attorneys responsible for the prosecution of this 
application that the earliest effective date of said United States Patent No. 7,022,342 is 
March 28, 2002. 

4. Prior to March 28, 2002, the invention described in the above-identified 
application (Application No. 10/671,456) was completed in the United States of America. 




Application No. 10/617,456 was filed less than sixteen months after the earliest effective 
filing date of United States Patent No. 7,022,342. 

5. Well prior to March 28, 2002, Mongol Sriwongjanya, Avinash Nangia and I 
(hereinafter "the inventors") were involved in the development of a controlled release 
formulation for metoprolol succinate. Many of the formulations disclosed in United 
States Patent No. 10/617,456 were developed prior to March 28, 2002. Specifically, the 
idea to use drug layered water soluble or water swellable cores was made by the 
inventors prior to March 28, 2002. Further, the inventors had the idea to coat the drug 
layered cores with a water insoluble film forming polymer and a channeling agent prior 
to March 28, 2002. As evidence in support of the averments in this paragraph and in 
paragraph 4, above, attached hereto as Exhibit C is a copy of a set of Batch Records from 
Andrx Pharmaceuticals, Inc. with the dates redacted describing work the inventors 
performed in Florida prior to March 28, 2002. 

6. The Batch Records attached as Exhibit C explicitly describe sugar spheres 
(water soluble core) being coated with metoprolol succinate (active), hydroxyproply 
methylcellulose (binder) and polysorbate 80 (surfactant) to form active pellets (see Lot # 
P02005). Next the active pellets are coated with methacrylic acid copolymer (channeling 
agent), cellulose acetate butyrate (water insoluble film forming polymer) and poloxamer 
(emulsifier) to form extended release pellets (See Lot # P02014). 

More specifically, a process wherein 0.45 kg of hydroxypropyl methylcellulose 
(Methocel E-5) was dissolved in 27.0 kg of purified water using a mechanical stirrer until 
a clear solution was obtained. 9.0 kg of metoprolol succinate and 0.012 kg of Tween 80 
were then added into the solution. 

5.40 kg of sugar spheres NF 60/80 were placed into a fluidized bed coater. The 
drug suspension prepared above was sprayed onto the sugar spheres using the following 
parameter: 
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Nozzle tip diameter 


1.2 mm 


Screen Size 


100 mesh 


Shaking interval 


30 min 


Shaking Duration 


3 sec 


Atomization Pressure 


2.5 bar 


Inlet Air Temperature 


50-100°C 


Pump Rate 


5-80 mL/min 


Tubing Size 


16 mm 



Once the drug suspension was consumed, the pellets were dried for 10 minutes in 
the fluidized bed coater or until the loss on drying (LOD) was less than 3%. 

In the next step, Batch Record P02013, a second drug layer is applied to the 
product of P02005. Specifically, a second drug coat suspension was prepared by 
dissolving 0.35 kg of hydroxypropyl methylcellulose (Methocel E-5) in 21.00 kg of 
purified water using a mechanical stirrer until a clear solution was obtained. 7.00 kg of 
metoprolol succinate and 0.009 kg of Tween 80 was then added into the solution. 

5.78 kg of metoprolol active pellets from the first drug layering step (P02005) 
were placed into a fluidized bed coater. Then the second drug coating suspension was 
sprayed onto the active pellets of P02005 using the parameters set forth above. 

After the drug suspension was consumed the pellets were dried for 10 minutes or 
until the loss on drying (LOD) was less than 3%. Finally, the pellets were screened using 
40 mesh and 80 mesh screens. The pellets between the 40 and 80 mesh were collected. 

Next, Batch Record P02014 describes the extended release coating of the active 
pellets as follows: 

The controlled release coating was prepared by dissolving 1.908 kg of the 
cellulose acetate butyrate, 0.137 kg of the Eudragit® SI 00, and 0.227 kg of the Lutrol F- 
68 into a mixture of 4.2 kg of purified water and 37.8 kg of acetone and stirred until the 
solution was clear using a mechanical stirrer. The solution was then applied to the drug 
layered pellets (P02013) prepared above using the bottom spray fluidized bed coater with 
the same parameters described in the drug layer step above. 
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After the controlled release solution was consumed the pellets were dried for 10 
minutes or until the LOD was less than 3%. Finally, pellets were screened through 25 
and 80 mesh screens and the pellets between the 25 and 80 mesh screens were collected. 

7. Dissolution testing was conducted on the extended release pellets (P02014) to 
ensure that the above controlled release tablets released metoprolol succinate in a 
controlled manner over an extended period of time. The results of this dissolution testing 
are attached hereto as Exhibit D. 

8. Attached as Exhibit E are portions of Laboratory Notebook No. SR 1 860, 
assigned to inventor Mongol Sriwongjanya with the dates redacted. This laboratory 
notebook contains work done for Andrx in Florida, USA. The work done in this 
notebook all occurred before March 28, 2002. This notebook describes the use of 
CELPHERE®, which is tradename for microcrystalline cellulose spheres, which are 
water swellable cores. These cores were spray coated in a uniglatt fluidized bed coater 
with a drug suspension coating comprising metoprolol succinate, METOCEL® E5 
(which is the tradename for hydroxyproply methylcellulose), and TWEEN® 80 (which is 
the tradename for polysorbate 80) (see pages 31-33, 42). Theses CELESPHERE® drug 
coated cores were then coated with a controlled release coating containing CAB 
(cellulose acetate butyrate, a water insoluble film forming polymer), ATBC 
(acetyltributyl citrate, a channeling agent) or PEG (polyethylene glycol, a channeling 
agent) (See pages 34-47). 

9. The controlled release CELLSPHERE® pellets described on pages 31-47 were 
tested to ensure that the above controlled release tablets released metoprolol succinate in 
a controlled manner over an extended period of time. The results of this dissolution 
testing are attached hereto as Exhibit F. 

10. Exhibit E also describes work performed prior to March 28, 2002 in which 
60/80 sugar spheres (see page 62) were spray coated in a UniGlatt fluidized bed coater 
with a drug suspension coating comprising metoprolol succinate, METOCEL® E5 
(which is the tradename for hydroxyproply methylcellulose), and TWEEN® 80 (which is 
the tradename for polysorbate 80). Theses 60/80 coated drug cores are then coated with 
controlled release CAB (cellulose acetate butyrate, a water insoluble film forming 
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polymer), HPC (hydroxypropyl cellulose, a channeling agent) and Lutrol F-68 
(poloxamer, an emulsifing agent) (see pages 71-72 and 74-75). 

1 1 . The controlled release 60/80 drug coated sugar spheres described on pages 
62, 71-72 and 74-75 were tested to ensure that the above controlled release tablets 
released metoprolol succinate in a controlled manner over an extended period of time. 
The results of this dissolution testing are attached hereto as Exhibit G. 

I further declare that all statements made herein of my own knowledge are true 
and that all statements made of information and belief are believed to be true; and further 
that these statements were made with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 
18 of the United States Code and that such willful false statements may jeopardize the 
validity of the application or any patent issued therefrom. 
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Office Action Summary 



Application No. 

10/617,456 



Examiner 
Susan T. Tran 



Applicant(s) 
SRIWONGJANYA ET AL 



Art Unit 
1615 



- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

• If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )El Responsive to communication(s) filed on 18 December 2006 . 
2a)g] This action is FINAL. 2b)Q This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) E] Claim(s) 1.3-49 and 51-64 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E3 Claim(s) 1.3-49 and 51-64 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) Q The drawing(s) filed on ( is/are: a)Q accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. §119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 



3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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Art Unit: 1615 

DETAILED ACTION 
Claim Rejections - 35 USC §112 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 20-22 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 20 is rejected for failing to further limit the subject matter of claim 1. Claim 
1 has already recited the limitation "channeling agent". 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was.published under Article 21(2) 
of such treaty in the English language. 

Claims 1, 3-6, 8, 9, 12, 13, 17-20, 27, 28, 30-32 and 64 are rejected under 35 
U.S.C. 102(e) as being anticipated by Chen et al. USPN 7,022,342. 

The applied reference has a common assignee with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome 
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either by a showing under 37 CFR 1.132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not the 
invention "by another," or by an appropriate showing under 37 CFR 1.131 

Chen discloses an oral controlled release capsule comprising: 1) a core 
comprising a p-adrenergic blocking agent, an inert pellet, a binder, and a filler; and 2) a 
coating comprising a water-insoluble polymer, a water soluble polymer, a plasticizer, 
and an anti-sticking agent (column 1, lines 8-18; and column 3, lines 6-30). p- 
adrenergic blocking agent includes metoprolol. Inert pellet as a starting material can be 
any type of commonly known pellet including starch or sugar sphere having diameter 
from about 15-50 mesh. Binder includes hydroxypropyl methylcellulose (column 4, lines 
16-42). Water-insoluble polymer includes cellulose acetate butyrate. Plasticizing agent 
includes well-known pharmaceutical^ acceptable agents (column 5, lines 10-56). Chen 
further discloses the process for preparing the oral controlled release dosage form 
comprising forming a suspension of the binder, drug and other ingredients, layering the 
suspension onto the inert pellet using any of the layering techniques known in the art 
such as fluidized bed coating, rotor granulation or pan coating, and layering the 
controlled release coating layer by any means commonly known in the art (column 5, 
lines 3-9, and 57-64). The claimed release profiles, as well as the C max values are 
disclosed in columns 6 and 9. 

It is noted that independent claims 1 and 49 require channeling agent. However, 
the specific channeling agent is not recited in these claims. Therefore, any other 
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additives/excipients such as filler having particle size of about 20 pm anticipated the 
claimed channeling agent (column 4, lines 48-51). 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C, 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
* forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 3-6, 8, 9, 12, 13, 17-23, 27-49, 51-54, 56, 57 and 60-64 are rejected 
under 35 U.S.C. 103(a) as being unpatentable over Chen et al. USPN 7,022,342, in 
view of Sriwongjanya et al. WO 99/61005. 

The applied reference has a common assignee with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
only under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 103(a) might be overcome 
by: (1) a showing under 37 CFR 1.132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not an 
invention "by another"; (2) a showing of a date of invention for the claimed subject 
matter of the application which corresponds to subject matter disclosed but not claimed 
in the reference, prior to the effective U.S. filing date of the reference under 37 CFR 
1.131; or (3) an oath or declaration under 37 CFR 1.130 stating that the application and 
reference are currently owned by the same party and that the inventor named in the 
application is the prior inventor under 35 U.S.C. 104, together with a terminal disclaimer 
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in accordance with 37 CFR 1.321(c). This rejection might also be overcome by showing 
that the reference is disqualified under 35 U.S.C. 103(c) as prior art in a rejection under 
35 U.S.C. 103(a). See MPEP § 706.02(l)(1) and § 706.02(l)(2). 

Chen is relied upon for the reason stated above. Chen does not teach the 
channeling agent in the controlled release coating layer. 

Sriwongjanya teaches a controlled release oral dosage in the form of tablet or 
pellet comprising an active core, and a controlled release coating layer comprising 
channeling agent such as methacrylic acid copolymer (page 8, lines 5-19). The dosage 
form further comprises an immediate release tablet or pellet containing active drug. The 
controlled release and immediate release tablets or pellets are placed in a hard gelatin 
capsule for administration to animal or human (page 5, lines 4-10; and page 10, lines 6- 
9). Thus, it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to modify the controlled release dosage of Chen to include the 
immediate release dosage form and the channeling agent in view of the teachings of 
Sriwongjanya, because Sriwongjanya teaches channeling agent increases the volume 
of fluid imbibed into the core and creates channels to enable the dosage form to 
dispense the drug (page 8, lines 7-9), because Sriwongjanya teaches a controlled 
release dosage form that is easy to manufacture and can be used to prepare a range of 
dosing levels, because Sriwongjanya teaches a controlled release dosage form having 
similar C max value and release profile as desired by Chen (page 3, lines 21-27), and 
because Chen teaches the desirability to obtain a controlled release dosage form 
characterized by a high extent of absorption, and a high bioavailability that can provide 
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therapeutic levels of the drug to a subject in need of such treatment over a twelve to 
twenty-four hour period (column 2, lines 59-67). 

Claims 7, 10, 11, 14-16, 24-26, 49, 55, 58 and 59 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Chen et al. USPN 7,022,342, in view of Patel et al. 
US 6,569,463. 

Chen is relied upon for the reasons stated above. Chen does not teach the 
claimed surfactant in the core composition. 

Patel teaches a solid pharmaceutical composition comprising a solid carrier 
including a substrate and an encapsulation coat comprising active drugs and 
surfactants (abstract). Surfactant includes tween 80 (polysorbate 80) (tablet 11 at 
column 19, line 12). The substrate includes pellet, bead, or the like such as sugar or 
microcrystalline cellulose (column 28, lines 20-40). The solid carrier is further coated 
with a delayed release coating comprising an enteric polymer, plasticizer, and surfactant 
(column 34, lines 38-50; and column 35, lines 1-67). Thus, it would have been obvious 
to one of ordinary skill in the art at the time the invention was made to modify the 
controlled release dosage of Chen to include the surfactant in view of the teaching of 
Patel, because Patel teaches using surfactant to increase solubility, improve dissolution, 
enhance absorption and bioavailability of the active ingredient in the solid carrier 
(column 9, lines 63 through column 10, lines 1-17), because Patel teaches a dosage 
form suitable for metoprolol (column 8, line 31), and because Chen teaches the 
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desirability to obtain a controlled release dosage form characterized by a high extent of 
absorption, and a high bioavailability (column 2, lines 59-67). 

It is noted that the cited references do not explicitly teach the claimed inert core 
diameter of about 60-80 mesh. However, it would have been obvious to one of ordinary 
skill in the art to, by routine experimentation optimize the inert core size to obtain the 
claimed invention, because Chen teaches an inert core having size of about 50 mesh,, 
and because Patel teaches any pharmaceutical^ known inert core. 

Claims 1, 3-9, 14-49, 51-57 and 60-64 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Stark et al. US 6,733,789, in view of Busetti et al. US 
6,190,692 and Sriwongjanya et al. WO 99/61005. 

Stark teaches a multiparticulate formulation comprising an inert core coated with 
active drug in the present of binder and other additives (column 3, lines 45-56). The 
coated core is further coated with a polymeric coating layer comprising 
combination/mixture of water-insoluble polymer including cellulose acetate butyrate 
(column 3, lines 58 through column 4, lines 1-9). The polymeric coating layer further 
comprises methacrylic acid copolymer (column 4, lines 54-63), one ore more soluble 
excipients including polysorbate, poloxamers, and plasticizer (column 5, lines 54 
through column 6, lines 1-36). Stark also teaches the claimed release profile, wherein 
0-10% of the active agent is released after 2 hours, less than 50% is released after 4 
hours, and greater than 20% is released after 10 hours (column 3, lines 1-20; and table 
1). Stark further teaches the multiparticulate can be formulated into tablet or capsule for 
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oral administration (column 7, lines 4-14). The process for preparing the 
multiparticulate is disclosed in column 3, lines 45-56; column 6, lines 43-56; and 
examples). 

Stark does not specifically teach the claimed combination of polymers, which 
include the claimed channeling agent. 

Sriwongjanya teaches a controlled release oral dosage in the form of tablet or 
pellet comprising an active core, and a controlled release coating layer comprising 
channeling agent such as methacrylic acid copolymer (page 8, lines 5-19). The dosage 
form further comprises an immediate release tablet or pellet containing active drug. The 
controlled release and immediate release tablets or pellets are placed in a hard gelatin 
capsule for administration to animal or human (page 5, lines 4-10; and page 10, lines 6- 
9). Thus, it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to modify the controlled release dosage of Stark to include the 
channeling agent in view of the teachings of Sriwongjanya, because Sriwongjanya 
teaches channeling agent to increase the volume of fluid imbibed into the core and 
create channels to enable the dosage form to dispense the drug (page 8, lines 7-9), 
because Sriwongjanya teaches a controlled release dosage form that is easy to 
manufacture and can be used to prepare a range of dosing levels, and because Stark 
teaches combination of polymers in the controlled release coating layer. 

Stark does not expressly teach the claimed active drug. 

Busetti teaches a controlled release formulation comprising drug includes p- 
blocker such as bisoprolol and metoprolol succinate (column 4, lines 40-46). Thus, it 
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would have been obvious to one of ordinary skill in the art to prepare a multiparticulate 
formulation according to Stark to deliver metoprolol, because Busetti teaches p-blocker 
such as metoprolol is known in the art, because Busetti teaches the equivalency 
between bisoprolol and metoprolol, and because Stark teaches a formulation suitable 
for the delivery of p-blocker active agents. 

It is noted that Stark does not explicitly teach the claimed inert core diameter of 
about 60-80 mesh. However, it would have been obvious to one of ordinary skill in the 
art to, by routine experimentation optimize the inert core size to obtain the claimed 
invention, because Stark teaches the use of any pharmaceutical^ known inert core 
having size ranges from 0.4-1.1 mm (column 3, lines 42-44). 

Claims 10-16, 58 and 59 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Stark et al. US 6,733,789, in view of Busetti et al. US 6,190,692 and 
Patel et al. US 6,569,463. 

Stark is relied upon for the reason stated above. Stark does not teach the core 
composed of swellable material such as microcrystalline cellulose. 

Patel teaches a solid pharmaceutical composition comprising a solid substrate 
encapsulated with active drugs and surfactants (abstract). Surfactant includes tween 80 
(polysorbate 80) (tablet 11 at column 19, line 12). The substrate includes nonpareil or 
microcrystalline cellulose (column 28, lines 20-40). Thus, it would have been obvious to 
one of ordinary skill in the art at the time the invention was made to select 
microcrystalline cellulose as an inert carrier in view of the teaching of Patel, because 
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Patel teaches nonpareil seed and microcrystalline cellulose core are well known in 
pharmaceutical art as an inert carrier, and because Stark teaches the use of any known 
inert carrier. 

Response to Arguments 

Applicant's arguments filed 12/18/06 have been fully considered but they are not 
persuasive. 

Applicant indicates that Chen reference is not qualify as prior art because it is 
owned by the same entity as the present application. 

However, in order to be disqualified as prior art under 35 U.S.C. 103(c), the 
subject matter which would otherwise be prior art to the claimed invention and the 
claimed invention must be commonly owned, or subject to an obligation of assignment 
to a same person, at the time the claimed invention was made. See MPEP § 706.02(1) 
for 35 U.S.C. There must be a statement that the common ownership was "at the time 
the invention was made." 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 



Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Susan T. Tran whose telephone number is (571) 272- 
0606. The examiner can normally be reached on M-F 6:00 am to 4:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward can be reached on (571) 272-8373. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN US^ OR CANADA) or 571-272-1000. 




S. Tran 

Patent Examiner 
Art Unit 1615 



5t,| r(r ^I^S 



n 

• Andri*Ptaarmaceuticals, Inc. 
Product: Metoprolol Succinate Active Pellets II 

Batch Size: JMiJ^ 



rage 1 01 ix 

Revision #: 001 



Product Code #:_S816_ 



Lot#:. 




Raw Material Weighing Record 



Step#l 

Check to ensure that the area, utensils and equipment have been cleaned. Check 
and complete the room log book. 



Room #: /A3 
Step n 



By W3t'd Date 



Check all ingredients listed on page #1 that will be used in the manufacturing process v ^£>K 
for name, receiving #, raw material code #, and expiration date. — ^ : — 



Step #3 



Weigh all ingredients and document on the "Raw Material Weighing Record" (page 3). 
Also document on the "Master Formula" page (page 1). 



Formula 



9^ 



Prepared by: _ 

Date: -RF nACTEDtzz. 



Reviewed by. 
Date 




J^:: Approved by. rffft*>f- 



REDACTED^ 



Dati 



fifiOACTED 



1 



DrU m dean and tare ch'k by:^-_ °ate:__ 
Product: 

Code No.:_^____ 



Rec/Lot Uc^iMMM 



Code no.. — _t t 7- oxen 

Gross: __X^L__-_1 Exp. DatetRED ACTED 

Tare: U*fM- ^ 

Net:, ^ .r fenAPTCn 

^.,._^^ - 

WEIGHING LABEL 

Drum clean and tare ch'k bv: Date: /^ 
Product: . 



WEIGHING LAbhL 

Orum clean and tare ch'k by:. /tfA Date:^_ 

Product: _tff £ 

Code No.TZ22S__TRecfl.ot No. : ffiXMf 

. Gross: _£_ ^ Exp. Date:__^t 

Ware: _£i # Whg.gK g> 



Net: 



Scale:, /W^Z— o^EDACTED- 



Code No.: 2//f> 

Gross: _£££ 

Tare: A e P-4 &f 
Net: />. JteV £4 



Rec/Lot 

Exp. Date. 

Whg. Bv : 
Ch'k By : 



. Drum clean and tare ch'k by: _^_L Date:__Zt 



Product: 



*_£4__ Rec/Lot No.i£^____ 

exp. oatBED ACTED 



Code No.: 

.'4 Gross: 

"l Tare* ^^ ^^^ ^ 
1 /> 4-- Ch'k By 



' ^ Whg. By- 

„ Ch'k By; 



j Scale: 



. . I,. 



^H^EDACTEB-- 
WEIGHING LABEL 

Drum clean and tare ch'k bv: ^/i Date: 
Product: 

; Coda No.: //^T^ Rec/Lot No. : 9 3 

Gross: __/^L£_j1_$L_ Exp. DateRED ACTED 
<*7 Whg. Bv : . 



Tare: 
Net:. 



7 £g£ ^ 



id. Ch'kByL 



REDACTED 



Andrx Pharmaceuticals, Inc. 

Product: Metoprolol Succinate Active Pellets II 

Product Code #: S816 Batch Size: 13331 Lot #: 



rage j 01 iz 

Revision #: 001 



Raw Material Weighing Record 



Receiving #: JjML£l 



Item 

Name: Metoprolol Succinate Active Pellets I 
iCode fr S81S 
!Scale#:_^££ 
jGross: / j? 4? 
Tare: A 6 66 
Net: S> 



REDACTED 



Weighed by. 



kg 
kg 

kg Date: 

Checked by. ■ 



litem*:. 

iMam..- T^y^f ^yvpropvl M ethylcellulose. USP iTMethocel E-Sl 
feMCode#:_H16. 

hcaletf: 

Gross: i>J4 r 1 
tare: £ £gj 
*Nefc Q- -3 -T/y 



Weighed by. __^L 



Receiving #: ?i>/7 

S REDACTED 

kg Date: 

Checked by: 



Itemtf: S 

Name: Purified Water, USP 

1 RM Cqde#: ?014 Receiving #: ^ ^ gf; >V ^ 

:Scale #:.^£L£_ 
.Gross: 2 7 ft # kg 

iTare: t.f** kg REDACTED 



Net JV. 
Weighed by. — 

Itern#: 

Name: - 



Date: 

Checked by: . 



#0 



RMCode#:_ 

Scale #: 

Gross: 

Tare: 

Net: 

Weighed by . 



Receiving^: , 



kg 
kg 

kB. 



^'DACTED 



.Date: 

Checked by. t 



Item*, 
Name: , 
RMCodefc. 
Scale fc^JL 



Metoprolol Succinate^USP 



1059 



Receiving #: <?3 



fiross: 10. 5 0 0 
Tare: jj[££. 

Net: 7-*'^ 
Weighed by. 



kg 
kg 
kg 



REDACTED 

Date: 

Checked by. ■ ; 



ltem#: _4 
Name: Polvsorbate 80. NF fTween 801 
RM Code* .2064 
Scale #:_A^2i 



LGross 
Tare:. 
Net poet 



Weighed by. _ 



kg 
kg 
kg 



Receiving #: &0/Xt>7<J 

REDACTED 



Date: 

Checked by: . 



Item#: 

Name: 

RMCode#: 

Scale #: 

Gross: 

Tare: 

Net: : 



Receiving 



kg 
kg 
kg 



REDACTED 



Weighed by. 



Date: 

Checked by. 



ltem#: 
Name: 




Checked by. 




Prepared by. ^U>4\ Reviewed by: PV^l'V Approved br. <^?Xl<fi>W- 

Date: - RED ACTED E!l!i_REDACTED ""'"REDACTED ~ 



AndTX Ftoarmaceuticais, inc. rage<»oi iz 

Product: Metoprolol Succinate Active Pellets II ~ Revision fl: 001 

Product Code tf:_S8J£_ Batch Size: ly Lot#: / lJz&zZJI 

Procedure 



By Ck'd Date j 
Step #4 f? 

Check room and equipment for cleanliness, mechanical set-up and proper labeling. 7 : - j 

Complete room and equipment log books. 

* #: \D Equipment #:_£llk^ I 

Step as 

[Check containers of all ingredients against formula page for name, receiving #, 
raw material code #, and amount. Check the weight of all ingredients. 

Scale* S-i** _M£_ 
Step m 

Dissolve Hydroxypropyl Methylcellulose E-5, USP (Item #3) into Purified Water, 
USP (Item #5) by using a mechanical stirrer until a clear solution is obtained. 

Model: • occ • H Equipment #: V- 



Start: 'C-^^ Stop: H'.Q^l '$tP^ 

Total Mixing Time- [}i£ 

Step #7 

Add Metoprolol Succinate, USP (I tern #2) and Polysorbate 80, NF (Tween 80) 
(Item #4) into solution from Step #6 by using a mechanical stirrer. 

Model: y».fr 'Xk Equipment #: «-r\ 

Start: W-VM^a Stop: \v*M<n 



Total Mixing Time: 



Prepared by: 
Date: . 



Formu 



Reviewed by: 



Date: 



n it r\ a p i* r n 




Approved bv. j2^l 

D ^PDACTEU 



I 



s 



A/idnc Pharmaceuticals, Inc. 

Product: Metoprolol Succinate Active Pellets II 

Product Code #: S816 Batch Size: \$-& c \ 



Page 5 of 12 
Revision #: 001 



Lot#: 




Procedure 



Step #8 

Continue stirring the suspension from Step #7 until it is completely consumed 
in Step #12. 

Step #9 

Use the following guidelines to set up the bottom spray fluidized bed coaten 



Model #: &frcc> -vS 

a) Nozzle height: 

b) Nozzle tip: 

c) Screen size: 

d) Shaking interval: 

e) Shaking duration: 

f) Atoraizalion pressure: 

g) Inlet air temperature: 

h) Pump rate: 

i) Tubing size: 

j) Regulation flap setting: 
k) Center Column: 



Equipment #: \fc>H 



£ sec 



2JL 



IQmV 



\brr\rf\ 



il£gua 



By Ck'd 

ik dL 



Date 



The above parameters should be utilized only as guidelines. 
Step #10 

Set inlet air temperature at 50-100°C. Make sure product or outlet air temperature 
is higher than 45°C prior to loading the Metoprolol Succinate Active Pellets I 
(Item #1) into fluidized product bowl. 

Step #11 

Charge Metoprolol Succinate Active pellets I (Item #1) into the fluidized bed 
product bowl. 



ft 



/ " ; niyv 



Or 



Prepared by: 
Date: 



t'EDACTES= 



FormiR^|Ajpproval /) 



Reviewed by jAJ'V ^H" Approved br. ttXhAtf- 



Dat 



5 >~r\ A /"iTrr\ 



Redacted 



Andrx Pharmaceuticals, Inc. 

Product: MetoproJol Succinate Active Pellets II 

Product Code #: _S816_ Batch Size: _&J¥\ Lo^ : 



Page 6 of 12 

Revision #: 001 




Procedure 



Step #12 

Initiate drug-layering cycle employing the parameters in Step #9 as a guideline 
and spray the suspension from Step #7 onto the substrate. 

I 

Step #13 

Alter completion of the process, dry the pellets for 5 minutes or until the LOD is 
less than 3%. Record the drying information on the In-Process Data Sheet 



Moisture balance model: *coo y*. Equipment #: F-l^ 

Sample Weight: __H_£2£2_8 Final LOD: 0-3*3 — 

Start Drying: " I yd± Stop Drying: — >J i <±1 



% 



Total Drying Time: 5' /t.v> 

Note: All In-Process Data Sheets to be filed with the batch record. 
Step #14 

Discharge the dried pellets into a properly identified container lined with double 
polyethylene bags and record weight. 

Scale #: 

Gross: i*>.?*J kg 

Tare: /• 01 kg 

Net: 12..^ kg 



By Ck'd Date 



Formuf 




p rf . r? rp,4 h y - Reviewed by. 
Date: r-rru nTrn- Date: ' ~.r 

_ kEl)AU 1 LU- RF 


G^JIV Approved by:. .^^^2^ 

0 ACTED ~ Pate: 'REDACTE9= 1 



An-drx Pharmaceuticals, Inc. 

Product: Metoprolol Succinate Active Pellets II 

Product Code #: S816 Batch Size: Ji^H ^ 



Page 7 of 12 
Revision tf: 001 



Step #15 

Screen the pellets from Step #14 on 3.C m esh and _ mesh. 
Collect the pellets between 33 and m esh. Remove approximately 

0.02 kg sample for QC testing. 



Scale #: _5_rjVL 



Gross QC Weight: Q-oM kg 

Tare Weight: o cn kg 

Net QC sample Weight: n. Q ?- kg 



Step #16 

Record the weight of acceptable Pellets from Step #15. 
Scale H:2JM 



Gross: 
Tare: 
Net: M.qp 



AM- 



kg 
kg 
kg 



Step #17 - Batch Accountability-Active Layering 



(a) Sample weight for % LOD 
analysis (Step #13) 

(b) Sample weight for QC testing 
(Step #15) 

(c) Weight of acceptable pellets 
(Step #16) 

(d) Weight of all in-process rejects: 

(e) Actual yield (a+b+c+d): 

(f) Theoretical yield: 

(g) Percent accountable for 



/ of? 
/ 3 ■'■?'/ 



kg 
kg 

kg 
kg 
kg 
.kg 



(e/f x 100): 



By Ck'd Date 



V*- 



Formu 



Prepared by. 
Date 



:REDACTED=- 




Reviewed by; 

P " e: RtPA 



Approved bv: 

Date-if- n .-»- 
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Andnc Pharmaceuticals, Inc. 

Product: Metoprolol Succinate Active Pellets I 



Product Code #: S815 



Batch Size: 



Lot#: 



Page 2 of 12 
Revision # :,001 



Raw Material Weighing Record 



Stepfll 

Check to ensure that the area, utensils and equipment have been cleaned. Check 
and complete the room log book. 



k'd Date 



Room #: . 
Step #2 

Check all ingredients listed on page # 1 that will be used in the manufacturing process ^ 
for name, receiving #, raw material code #, and expiration date. 



REDACTED 



Step #3 

Weigh all ingredients and document on the "Raw Material Weighing Record" (page 3). 
Also document on the "Master Formula" page (page 1). 



REDACTED 



REDACTED 

1 t 




Prepared by: 



REDACTED 



Andrx Pharmaceuticals, Inc. 

Product: Metoprolol Succinate Active Pellets I 

Product Code #: S815 Batch Size: W.U--.l k- 



Page 3 of 12 
Revision #: 001 



Lot#: 



Raw Material Weighing Record 



Item*: 1 



Name : Sugar Spheres, NF (60/80) 

RM Codctf: 2084 Receiving ft * '&//£, 7% 

Scaled 

Cross: C 4 32 
tare: C- £ ?t 
Net- 6' •//> O 



Weighed by:. 



Z REDACTED 

kg Date: 

Checked bv. UP- ' 



Item ft 



Item ft 2 

Name: Metoprolol Succinate. VSP '■ 
RM Codeff: 1059 Receiving ft 

Scaled J -/Pf 
Gross: 4.0 fC kg 

Tare: A tl.C kg KbDACl ED 

Net: 2Jjfi£ kg Date: 

Weighed bv: Checked by: -W^ ' 

Item ft 4 



Name: Hvdrorvpropyl Methylcellulose, USP (Methocel E-51 



jRMCodeft 2116 
! Scale #: f-//Z 
'Gross: ^. 
Tare: i>- t> #)? 

iNet 0.4*0 

^Weighed by. —(&L 



Receiving ft 4 96 3/>£ C 

2' REDACTED • 

kg Date. _ 

Checked by. . 



Name: Polvsorbate 80. NFfTween 80i 
RMCodc#:_2064_ Receiving ft t4 ' 
Scale ft ^ -// 2* 
Gross: <?• ^ / 7 
Tare: j£^_£_i£_ 
Net *-6/JL 



kg 
kg 
kg 



REDACTED 



Date: 



Weighed bv: ^ Checkcdby: " 



Item ft S 

Name : Purified Water. USP 



RMCOdcft 2014 



: Scale ft J 
Gross: 4^ *14 
Tare: / 7. 2 6 *f 

Net zi_uLa 

Weighed by: ^ 



Receiving ft r,?C/ /6 / ?/>/ 

kg ticDAottSJ 
kg Date:, , ,, 

Checked by: ('A** ' 



Receiving ft 



Checked by: 





Receiving # 




REDACTED 



Weighed by:^ 



Checked by: 



An'dri Pharmaceuticals, Inc. Pa e e <>* * 2 
Product: Metoprolol Succinate Active Pellets I Revision #:001 
Product Code #: §815 Batch Size: Y<y Lot #T ~Y***fiCg; 



Procedure 



Step #4 



By Ck'd Date 




Check-room and equipment for cleanliness, mechanical set-up and proper labeling. 
Complete room and equipment logbooks. 

//7 Fqnipmenttf: Mz. 



< - r.v.) • 



Room#:_ 
Step #5 

Check containers of all ingredients against formula page for name, receiving #, 
raw material code #, and amount Check the weight of all ingredients. 

Step #6 

Dissolve Hydroxypropyl Methylcellulose, USP (E-5) (Item #3) into Purified 
Water, USP (Item #5), by using a mechanical stirrer until a clear solution is 

obtained. • • « 

Model: tddx&UA Equipment #: A-/P7 

Start: K:«\Ofrn> Stop: ^JJS^s. r>-X^S) 

Total Mixing Time: *±&&&* 0 ** ^£L • Y^" 

Step #7 

Add Metoprolol Succinate, USP (Item #2) and Polysorbate 80, NF (Tween 80) 
(Item #4) into solution from Step #6 by using a mechanical stirrer. 

Model: w Equipment #: — f- '<?<j 

Start: ^. w ,.. Stop: W - >o^ ^) 

Total Mixing Time: - ' ±± 



Form 




Prepared bv: Reviewed bv: ft*^ Approved by: ^a</*^ 

nat*v Date:. 



w 



Aridrx Pharmaceuticals, Inc. Pa B e 5 of 12 

Product: Metoprolol Succinate Active Pellets 1 Revision #: 001 

Product Code #:_S815_ Batch Size: nl.fcte ^ Lotfr ^vb^CSyT ; 

Procedure ' 



Step #8 



Step #10 



By ^jCk'd Date 

RtDACTEl 



Continue stirring the suspension from Step #7 until it is completely consumed £^ 
inStep#12. tCL 

Step #9 

Use the following guidelines to set up the bottom spray fluidized bed coaten 
Model #: r.KG Equipment #: 

a) Nozzle height: 3s*h or ^ 

b) Nozzle tip: \ L^m 

c) Screen size: >QP«ney> 

d) Shaking interval: yfrni* . 

e) Shaking duration: 3 se*. 

f) Atomization pressure: Z-SW 

g) Inlet air temperature: gP-lQ? ^ 

h) Pump rate: 

i) Tubing size: tfa '^ 

j) Regulation flap setting: u »a 

k) Center Column: ^ifi ri'cV 

The above parameters should be utilized only as guidelines. \V V - 



Set inlet air temperature at 50-100°C. Make sure product or outlet air temperature ^ , . 

is higher than 45°C prior to loading the sugar spheres, NF (60/80) (Item #1) . r , P. 

into fluidized product bowl. • 



Step #11 

Charge Sugar Spheres, NF (60/80) (Item #1) into the fluidized bed product bowl. 



Formu 





Prepared by: Reviewed bv: W'* ^yT~ Approved by: 

f=U F0 fi0Tnn = 3&DACTED p "ftf .DACT£Q 



Andrx Pharmaceuticals, Inc. 

Product: Metoprolol Succinate Active Pellets I 

Product Code U: S815 Batch Size: Jj£ki H> Lottf T^ 07 ^ 0 '* 5 ' 



Page 6 of 12 
Revision #: 001 



Procedure 
Step #12 

Initiate drug-layering cycle employing the parameters in Step #9 as a guideline 
and spray the suspension from Step #7 onto the substrate. 

Step #13 

After completion of the process, dry the pellets for 5 minutes or until the LOD is 
less than 3% Record the drying infoimation on the In-Process Data Sheet 

Moisture balance model: Cot±pJtMS- Equipment #: — 

Sample Weight: <3*?tr g Final LOD: _ ftC , *7» % 

Start Drying: Stop Drying: , - 

Total Drying Time: \S^,^ 

Note: All In-Process Data Sheets to be filed with the batch record. 
Step #14 

Discharge the dried pellets into a properly identified container lined with double 
polyethylene bags and record weight. 

Scale #: §rM 

Gross: [fLU kg ' 

Tare: US kg 

Net: *fr *grfl.is kg 



By Ck'd Date 



. i-i* 1 ». ■ \ , 



Formu 



• 1 

Prepared by: Reviewed by: Approved bv: ^^>f 

Date: _ _ Date: Date: i^jj ^TP f , , 




Andrx Pharmaceuticals, Inc. Page 7 of 12 

Product: Metoprolol Succinate Active Pellets 1 Revision #: 001 

1#: 



r 



By Ck'd Date 

Step #15 

Screen the pellets from Step #14 on m esh and <oO mesh. 

Collect the pellets between He- and (gO m esh. Remove approximately 

0.02 kg sample for QC testing. 

! . i 

Scale* jH^j . Gross QC Weight: Q>CMc> _ kg ! 

Tare Weight: Q£2&- kg /> ocnfsG"^ = 

Net QC sample Weight £h03&_ kg YXX>'* 

Step #16 

•* 

Record the weight of acceptable Pellets from Step #15. 
Scale #: S-I*H 

Gross: 1 I kg ^CO 
Tare: kg (7~ 'or-Q^ lt - 

Net: LLgg kg £g£= ^ rv LU 

Step #17 - Batch Accountability-Active Layering 

(a) Sample weight for %LOD 

analysis (Step #13) 6.Qo4 kg 

(b) Sample weight for QC testing 

(Step #15) o.oio kg 

(c) Weight of acceptable pellets 

(Step #16) q/flg . kg 

(d) Weight of all in-process rejects: kg 

(e) Actual yield (a+b+c+d): M.Hgy kg 

(f) Theoretical yield:. KW2. kg 

(g) Percent accountable for aV\3* v>J ' 
(e/f x 100): <VU* % ^ 
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' Andr* PHarmaceuticals, Inc. Page 2 of 15 

* Product: MetoprololER Tablets, 200 mg (Uncoated) Revision #: 002 

Product Code: S818 Batch Size: LJJLMl^ LotfT^a^y^sO^ 

— r ~—r Raw Material Weighing Record ~ 

, •, •• ; — t- ^r* 



PRECAUTION: WEAR SUITABLE RESPIRATOR AND DISPOSABLE GLOVES AT ALL TIMES 
WHEN HANDLING THE PRODUCT OR RAW MATERIALS. 

By Ck'd Date 

Stepftl 1 

Check the room and all utensils including containers, polyethylene bags, covers, 
scoops, spatulas, etc. for cleanliness. Complete room logbook. 

OA -4- 

Stepjtf2 ^ 

Check all ingredients listed on page # 1 that will be used in the manufacturing 
process for name, material codetf, receiving**, and expiration date. 



...ii 



Step #3 

Weigh all ingredients and document on the ". Material Weighing Record". 




Prepared by: 

mc:j redacted Redacted Redacted 



Andre PHarmaceuticals, Inc. 



Page 3 of 15 



Product: Metoprolol ER Tablets, 200 mg (Uncoated). 



Revision #: 002 



ProductCode: S818 Batch Size: M£j/M. Lot#: C ~^^A 



Material Weighing Record 



Itera£:_l 

Name: Metoprolol Succinate ER Pellets 
Code#: S817 
Scale #: 

Gross: £jL 
Tare: *££ 
Net 



4 // JL 



Weighted by.__^L 



REDACTED 

Checked by: 



kg 
kg 

kg Date: 



Itemtf: 3 

Name: Mlcrocvstalllne Cellulose. NF ( Avlcel PH-102) 
RMCode#: 2067 Receiving 

Scale*: 2- 

Gross: A g /? / kg 
Tare: kg 
Net: kg Date: 

Weighted by: Checked by. 



Item*: 

Name:. 



REDACTED 



Glyceryl Monostearate 600?. NF 



RMCode#: 2055 
Scale #: 
Gross: P. 
Tare: 
Net: 



Receiving #: &0£/£S 



Weighted by: 



kg 
kg 

kg Date: 

Checked by: 



N.0.TFD 



Item #: 



Name: Metoprolol Succinate Active Pellets II 

RM Code* S816 Receiving ft f>0J0/3 

Scale U: 

Gross: g kg 
Tare: &JL££ kg 
Net £; / kg Date: 



REDACTED 



Weighted by: 



Itemtf: 4 



Checked by_o£- 



Name: Mlcrocvstalline Cellulose. NF f Avtcel PH-200) . 
RM Code*: 2168 Receiving #: 47//*^ 

Scale*: £j-LL&. 

Gross: kg r^roAOTCH 

Tare: ^£££ kg REDACTED 

Net kg Date : ■ . -p . 

P Checked by:. ^5CZ 



Weighted by. £ ; 



Item* 6 



"'"»• rrA«pnvtrinn> OCT -10V NF 

RM fndefc 2008 Receiving *: £££J££2 

Scale *:_£rZd£_ 
Gross: 0*0 1 2- kg 
Tare: 6. C O (> kg 
Net: kg Date: 



REDACTED 



Weighted by. & 



Checked by: 




Item#: 

Name: 

RM Code* . 
ScalfiJ— ^1 



Receiving #: m 



kg 
kg 
kg 



Date: . 



REDACTED 



Weighted by.. 



.Checked by: m 




Master Record Approval 



■REDACTED 



Reviewed by: 
Date: 



V*M^ Approved \y: 



REDACTED- 



Date: - 

STL" U/Vu li=rC77T 



WEIGHING LABEL 

Drum clean and tare ch'k by:. 



Product: _ 
Code No.: 

Gross: 

Tare: 

Net: . 

Scale: 



Rec/Lo' 



iNoT 



LUJL_£1 Exp.DatelF.DACT"D 



A 0 t? £ /-J whg. By; ^ 



4 //2~ 



Ch'k ByL 
Date: 



SEE 



'■i> 



Prrtrfnr4- 

Product: _ 
Code No.: 

Gross: 

Tare: 

Net: 




\ i..U 



.To be used for: 

Rec/LotNo. : M/?9£»/7 



£ 0 62 *4 



m. 



\ Scale: it - // Z- 



Exp. DatetKEHAU ! I. I J 
Whg. By; 
Ch'k ByL 

— — - D9teL -BEDACTED - 

To be used for: 
Product: /MJcx&telcl £K nM£axt»fl 
Product: Al'/£F L j^j^gpg 

Code No.: !3 (& p- Re&Lot 

Gross: 

Tare: 

Net: 



^/6P- Re 



Scale: 



0*J ft 6f Exp. Date! \ 

£z t££ Whg.Byi_ 

a. 3oZ ^ Ch'k By; 

4 -// 2- 9 Date: 



Product: _ 
Code No.: 

Gross: 

Tare: 

Net: 

Scale: ^ 



WEIGHING LABEL 

Date:^- 



Drum clean and tare ch'k by: . 



-2.C 



6. 2 ZjL/*j. Ch'kBvL 



Rec/LotNo.L,&££Z/2£~ 
Exp. Date*. 
Whg. By : 



To be used for: 



Date *<-REDACTED 



i To be used for: ■ — ■ — 

h Product: isfsJo-tvelcl. &Z 7ZA z<x>h*q (chcq^&J) 



REDACTED - 



^ Product: thJ&^f&t&Z 2^,^to {imcq*Z*P. 



Code No. 

Gross: . 
■ Tare: 
1 Net: 

Scale: 



6 1 1 2. £1 Exp. Date! 
A ^/ *f Who. Bv : ^ 
^. ggf £^ Ch'k Bv : 
- //.Z. Date;, nrr, * •>■-■ ■ • 



j Product: 
isross:. 

: Tare: 

Net: 



*Jc?J>2&i 



To be used for. 



1 61 



Scale: ^//^- 



Exp. Date.. 

Whg. By; 

Ch'k Bvl_ 
Date;. r f r 



Product 



z / / To be used for; 5 : - L : 1 



Aodrx PHarmaceuticals, Inc. 
. Product: Metoprolol ER Tablets, 200 mg (Un coated) 

Product Code: S818 Batch Size LjjiL^ Lot#: 'vb^.O^ 



Page 4 of 15 
Revision #:002 V 



Blending 



Step #4 

Checkroom and equipment foT cleanliness, mechanical set-up and proper labeling. 
Complete room and equipment log books. 



By Ck'd Date 



Room#: 
Step#S 



Equipment #: f- flCt\ 



id 



Check containers of all ingredients against formula page for name, material code #, 
• and amount. Check the weight of all the ingredients. 



Scale #: 

Step #6 

Charge the following ingredients (Item # 3,4 and 6) into a siiitabte blender and 
mix for 2 minutes. 

Microcrystalline Cellulose, NF (Avicel PH-102) (Item #3) 
Microcrystalline Cellulose, NF (Avicel PH-200) (Item #4) 
Crospovidone (XL-10), NF (Item #6) 

Model: LB '15 I I Equipment fl: F " 0&) Size: £ <?f Speed: A3 r£f O 
Time Start: 5^3j PH time Stop: _5JU M Total Blending time: A g/g> 
Step #7 

Pass the mixture from Step # 6 through a hand screen (30 mesh size) or a Comil 
equipped with a suitable size stainless screen (30 mesh equivalent) into clean, double 
polyethylene bags. 



/US 



AO 



Equipment^ :_ 



Screen Size: 30 Me sh 



JiL 



3f 



Prepared by; 
Date: 




Master Record Approval 



REDACTED 



Reviewed by: 
Date; 



i+EB ACTED 



Approved by: oLMcCl 
Date: .; , . ,. r . 



. Andrx PHarmaceuticals, Inc. 
Product: Metoprolol Succinate ER Tablets, 200 mg (Uncoated) 

Batch Size: L HUU . Lot#P^ 



Product Code: S818 



Page 5 of 1 

Revision #:002 



By Ck'd Date 



Step #8 

Charge the screened mixture from Step #7 into a suitable blender and add Metoprolol 
Succinate ER Pellets (Item #1) and Metoprolol Succinate Active Pellets II (Item #2) 
into the blender. 

Model: lft-7£7/ Equipment #: p-flP9 Size: jf - 
Stepjg 

Blend for fifteen (15) minutes. 

Time Start: 5'MPH Time Stop: b'Di M Speed: A* rfim 

Total Blending Time: _tLJ21!2l 

Step #10 

Pass the Glyceryl Monostearate, 600P (Item #5) by hand through a #30 mesh 
screen and add to the blend in Step # 9. 

Step #11 

Blend for ten (10) minutes. 

Time Start: to) 02 Ph Time Stop: 6'/3 PQ Speed: j3 tyM 
Total Blending Time: 10 jg/rtj 



T " 



MS 



/MS 



REDACTED 



HEDGED 



Master Record Approval 



Prepared by 
)ate: 



Reviewed by: 
Date: 

REDACTED 



Approved by: 
Date: . "* 

REDACTED 



Andrx PHarmaceuticals, Inc. 
Product: Metoprolol ER Tablets, 200 mg (Uncoatcd) , 
Product Code: S818 Batch Size: J. iMj^Lot 



Page6oh5 

Revision #: 002 



Step #12 

Collect the blend fiom Step #1 1 in a clean, tared, properly identified drum 
lined with double polyethylene bags. Weigh and record the weight of the blend. 

Scale: S~ 60H 



Gross Weight Utjlf kg 
Tare Weight: O^OICL kg 
Net Weight- \.13£ kg 

Step #13 Reconciliatiou - Blending 

Calculate the yield. 

a. Theoretical Weight 

b. Actual Weight Produced (Step # 12) 

c. Waste (if any) 

d. Total Accounted for (b+c) 

e. Percent Yield {(d/a) x 100) : 



I kg 

A 13 Z kg 

0 kg 

M3,3 kg 

\Q\ % 



By v Ck'd pate 



Mi 



Prepared 
Date: 

-#6BACTED 



Master Record Approval 



Reviewed by: 

3BE0ACTED 



Approved by: vCttlM^ - 



Date: 



REDACTED 



Andrx PHarmaceuticals, Inc. 
Product: Metoprolol ER Tablets, 200 mg (Uncoated) 
Product Code: S818 Batch Size: IJCLUja 



P>ge7pfl5 

Revision : 002 

Lot p. 



Compression 



Step #14 • 

Check the room and equipment for cleanliness, proper labeling and mechanical 
set-up. Complete room and equipment log books. 



Room #: 



Equipment*: £ " Slob' 



Step g IS 

Compress the blend from Step #12 into tablets on the tablet press equipped with the 
following specified tablet tooling according to the In-Process Tablet Specifications 
listed below: 



Tablet Press Model: 
Tooling Size: 
Shape: 

Upper Punch: 
Lower Punch: 



HWftSfer Equipment*: F-20b 

Oval shape 

Plain 

Plain 



In-Process Tablet Specifications: 

a. Weight of 10 Tablets (g) : 
Upper Tolerance Limit - 
Upper Control Limit - 
Target Weight 
Lower Control Limit = 
Lower Tolerance Limit 



•7-50O 
•7-050 
M15 



(-6%) 
(-7%) 



By Ck'd ... Date 




MS 



4^ 



Prepared by: 
Date 





Master Record Approval 



Reviewed by 
Date: 



Approved bv: 



■REDACTED 



REDACTED- 



Date: 



REDACTED 



/vim i a rxiai in a ecu 111: a is, iul. rage o 01 id 
Product: Metoprolol ER Tablets, 200 mg (Uncoated) Revision #: 002 
Product Code: S818 Batch Size: ^ 2L I \*Lf Lot #: ^^Qr^v^ 

" By Ck'd Date 

Step#15Con't 

b. Hardness (5 tablets) (Tentative) : 

Upper limit = 0L — kp 

Target = % kp 

Lower limit = fj kp , 

c. Thickness : (Information only) 

d. Friability : Not more than 2% (10 tablets, 100 drops in a friabilator) 
Initial weight - Net weight 



Initial weight 
In-Process Compression Checks: 



Remove ten (1 0) tablets every fifteen (15> minutes and perform Weight Variation, 
Thickness and Hardness tests. Perform Friability test at the beginning, middle 
and end of compression. Record results on In-Process Data Sheet. 

Scale: S<lW^- BL - 2C QS Equipment #: S-QfT 

Hardness tester: tt I V K ^°° Equipments F-W 

Friabilator: Yen k*l Equipment fl: F ~ jS± W <fy 




Master Record Approval 



Prepared by: ^- jl^ ^/f" Reviewed bv: Approved bv: otftfrVfrff-; 

Date: Date: 1 Date: 



^REDACTS 1 REDACTED- 'REDACTED' 
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Andrx PHarmaceuticals, Inc. Page 15 of 15 
Product: Metoprolol ER Tablets, 200 mg (Uncoated) Revision #: 002 . . 
Product Code: _S818__ Batch Size: I 'Qltbj Lot#:' S^Q^N 

— 

By Ck'd Date 

Step #1 6' .:. 
Withdraw a 0.050 kg sample of tablets and submit for QC tests. *£' 
Gross: QiOl^ kg Tare: ft 0^3 kg Net: 0-050 kg ftt „ 9/ ^O. 

Step #17 Vv-H '• 

Collect the remaining acceptable tablets in a clean, tared, properly identified drum lined 
with double polyethylene bags. Weigh arid record the weights below. 

Scale: flliftAr & *jW Equipment #: S~ 00 1 . \ 

Average weight of tablets: 1U2 mg •; f '" 

(from In-Process Record) 

Gross Weight: kg 

Tare Weight: flOZ Z kg j r y 
Net Weight: fi^fo kg _i£ ^ 

Step #18 

Reconciliation - Compression 
Percent Yield: 

a. Total Net Weight after compression (Step #17): kg 
(Excluding QC Samples) 

b. Total Net Weight of running rejects (tablets): 0-9-^ kg 

c. Samples removed for QC testing (Step #16): fl> 050 kg 

d. Net Weight of remaining blend: t) kg 

e. Other (Specify: VftCUuno ) Q-QZl kg 

f. Total Net Weight Compression (a through e): {4$*] kg 

g. Total Net Weight after blending: Mj & kg v-n^Vi'V^ 
(Step #12) nutri 

h. Percentyield{(f7g)xl00%}: 2fJ — o /o ^_ 

Step 319 

Move the drums to storage area and fill out inventory card. ^ . 




Master Record Approval 



Prepared by: DO JII^ Reviewed by: Approved by: 

Date: . ; p 1 Dat fviJ ACTED . REDACTED : • 
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a. 
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13 ^ -I ^ 

P *0 O CL) 

% 8 8 S 
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Page2«: : 



Revision if: 002 



Apdrx ^rmaceuticals, Inc. 
Product: MeloprololERTa^ 200rog(Uncoated) 
Product Code: _S8^ ^ «~ : _Jdll]^ 

Ka^Matenal We&ifi'g Recpfd 



PRECAUTION: WEAR SUITABLE REBPIRatop A ^ " " 

when handling the TO^ ™^ 6 ^ at all 

TIMES 

Step #3 ' _ 

fi y Ck'd Date 

Check the room and all utenciic i„..>..^ 

Room #: //> 
Step #2 



Check all ingredients listed on page # 1 thai will k j • 
Step_#3 

Weigh .,, fagredienls ^ documen , on ^ . Ma(erw ^ ^ 



(2/5- 



fl 
.1 




Ax.drx P^miaceuticals, Inc. 

Product: Meloprolol ER Tablets, 200 mg (Uncoated) 

Batch Size: Ji!2lj^ ^ 



Product Code: S818 




*age3ol \ 
Revision*; 002 



Material Weighing Record 



Itcmfc 1 

Nwnc: Meteprolol s UC cInat» TP v eiltH 

Gross: <9. kg 

J* — k g REDACTED 

Net gwji ^ Date . 

Weighted by: ctada^ 

Item#: 3 



Name: Mh^bH,.^., rT h ■ 

RM Code#: 2Q67 « - ~ . 



RMCodefc 
Scale*: 
Gross: 
Tare: 
Net: ' 



&-W2, 



Receiving*: mm O*£3£f ^ 



Weighted by: 



0.0$ j 



kg 
kg 

kg Date: 

Checked by: 



REDACTED 



Item*: 



Name: Glyceryl ftlnnn«*«> aratg ^ 



RM Code* 
Scale #; 
Oross: 
Tare: 
Net 



ifi§S Receiving _Q(05(C ST 



Weighted by: 



Itemffc 

Name: 
RM Code*: 




kg 

kg . lltUMUluU 

kg Date: _ 

Checked by: /xu _ 



Item #: 2 

^fetSggjo! Swr rtnite ArHv, » r||rfT n 

RMCodetf: Sgltf * I ~ u 0 

Scale ft _ ~^7/ z RWC1VU * * -^££7 
Gross: Q~at.i 
Tare: Q-Cc(* ^ 

Wcghtedby: __M__ Checkedb^^ 



REDACTED 




Weighted by. 



Item* 6 

Name: rm, rytrtnnr QtLjjpjg^ 



RMCode* 
Scale #: 
Oross: 
Tare: 
Net 



2008 



0. e>cC 



kg 
kg 
kg 



Weighted by: - 



Receiving #: *??g?<?' 
Date: 

Checked by: _ AC 



Item*: 
Name:. 



Apdrx PHarmaceuticals, Inc. Page 4 of 15 

Product: Metoprolol ER Tablets, 200 rog (UDCoated) Revision ft002 

Product Code: S81i_ Batch Size Jl&L^ Lot* ..ftdAd /£ ' 

Blending 



By CkM Date 



Step #4 



Check room and equipment for cleanliness, mechanical set-up and proper labeling. 
Complete room and equipment log books. 

HI Equipment #:___rL_OOj /A 



Room #: 
Step #5 



Check containers of all ingredients against formula page for name, material code #, 
and amount. Check the weight of all the ingredients. 



Scale ft J2f 
Step #6 

Charge the following ingredients (Item U 3,4 and 6) into a suitable blender and 
mix for 2 minutes. 

Microcrystalline Cellulose, NF (Avicel PH-102) (Hem #3) 
Microcrystalline Cellulose, NF (Avicel PH-200) (Item #4) 
Crospovidone (XL- 10), NF Qitm #6) 

Model: 1|£rM£fl Equipment ft_£0ol_ Size: ^ /jlc^-Speed: 2-* j^H- 
Time Start: Time Stop: \0" A+o Total Blending time: ^ -3&- 





Step #7 



Pass the mixture from Step * 6 through a hand screen (30 mesh size) or a Comil 
equipped with a suitable size stainless screen (30 mesh equivalent) into clean, double 
polyethylene bags. - 

Equipment^ Screen Size: 3 




^ j Master Record Approval 



Andrx Pharmaceuticals, Inc. Page 5 of 15 

Product: Metoprolol Succinate ER Tablets, 200 mg (Uncoatcd) Revision #:002 

Product Code; S818 Batch Size: . 

~~ "~~ By Ck'd Date 

Step #8 

Charge the screened mixture from Step #7 into a suitable blender and add Metoprolol 
Succinate ER Pellets (Item #1) and Metoprolol Succinate Active Pellets II (Item #2) 

into the blender. , f f 

rC^jHtftf. Equipment #:_£iQ03_ Size: fft^ -Sis& <^D^'' 



Model 
Step #9 



Blend for fifteen (15) minutes. 

Time Start: Time Stop: lO* M* Speed: z3 £££ f fA^ 

Total Blending Time: iJ" Mt JcrrgJ -it 



Step #10 



Pass the Glyceryl Monostearate, 600P (Item US) by hand through a #30 mesh r ; 
screen and add to the blend in Step #9. — zjf. EES.^J,0. ,v 



Step #11 

Blend for ten (10) minutes. 

Time Start: lO* tUt- Time Stop: [T Jgv Speed: , 



Tntal Blending Time: IOkNv)^ — 



Prepared 
Date 



Master Record Approval 



□ 



Reviewed by: 
Date:__. 



Approved by:, 



Date; 



"^REDACTED 



REDACTED. 



Aiidrx PHarmaceuticals, Inc. 
Product: Metoprolol ER Tablets, 200 mg (Uncoated) 
Product Code: S818 Batch Size: /-/35"^ Xot #: 



Page6ofl5 

Revision #: 002 



Step #12 

Collect the blend from Step #1 1 in a clean, tared, properly identified drum 
lined with double polyethylene bags. Weigh and record the weight of the blend. 



Scale: 



Gross Weight: _bJ61_ kg 
Tare Weight n.Q3& kg 
Net Weight: Utl kg 

Step #13 Reconciliation - Blending 

Calculate the yield. 

a. Theoretical Weight 

b. Actual Weight Produced (Step # 1 2) 

c. Waste (if any) 

d. Total Accounted for (b+c) 

e. Percent Yield {(d/a) x 1 00} : 



1- 



kg 
kg 
kg 
. kg 



By Ck'd Date 



4& V&>^ Ji ' 




Prepared by: 

^REDACTED i 



Master Record Approval 



Reviewed bv: ^fU- Approved bv: 



Date:^ . _ 

REDACTED- 



Date: 1 ') r r\ * r*-r »- n 

s IlU/Vu i r..U 



Andrx Pparniaceuticals, Inc. 

Product: Metoprolol ER Tablets, 200 mg (Uncoated) 

Product Code: S818 Batch Size: UOSk^ 



Page 7 of 15 



Lot#: 



Revision : 002 



Compression 



By Ck'd Date 



Step #14 

Check the room and equipment for cleanliness, proper labeling and mechanical 
set-up. Complete room and equipment log books. . 



Room #: 



Equipment: m 



Compress the blend from Step #12 into tablets on the tablet press equipped with the 
following specified tablet tooling according to the In-Process Tablet Specifications 
listed below: 

f^ALTurrTW^ Equipment*: P- "2.^ S 



Tablet Press Model: 
Tooling Size: 
Shape: 

Upper Punch: 
Lower Punch: 



Oval shape 

Plain 

Plain 



In-Process Tablet Specifications: 



a. Weight of 10 Tablets (eV 
Upper Tolerance Limit 
Upper Control Limit 
Target Weight 
Lower Control Limit 
Lower Tolerance Limit 



m 7.5VO 
1.650 



(+7%) 
(+6%) 
g 

(-6%) 
(-7%) 




Master Record Approval 



Prepared by: 
Date: 



Reviewed by: 
Date: , ^ < 



f .. . L 



<y\JL Approved bv: C?T?toy L 



Date: 



Andrx PHarmaceuticals, Inc. Page 8 of 15 

• > * 

Product: Metoprolol ER Tablets, 200 mg (Uncoated) Revision #: __0Q2 



Product Code:__S818__ Batch Size: h^O-'sk ^ Lot#: 



By Ck'd Date 

Step #15Con't 

b. Hardness (5 tablets) (Tentative) : 

Upper limit = '— kp 

Target - 3— kp I 

Lower limit .= V kp 

c. Thickness : (Information only) 

d. Friability : Not more than 2% (10 tablets, 100 drops in a fiiabilator) 

Initial weight -Net weight L / A <r . / 

Initial weight , , 

In-Process Compression Checks: 

Remove ten (1 0) tablets every fifteen (15) minutes and perform Weight Variation, 
Thickness and Hardness tests. Perform Friability test at the beginning, middle 
and end of compression. Record results on In-Process Data Sheet 

Scale: Equipment #: g-i^l 

Hardness tester: _Va^£^_ Equipment #: , f-l 0 ^ — 

Friabilator. V^Le-t- Equipment #: £; t' g -f 
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Aadrx Pharmaceuticals, Inc. Pa 6 e 15 of 15 
Product: Metoprolol ER Tablets, 200 mg (Uncoated) . Revision #: _002 
Product Code: _S818_ Batch Size: Jj[2£jpot #: A 0*jO f& 

. ~ - By ck'd Date 
Step #1 6 

Withdraw a 0.050 kg sample of tablets and submit for QC tests. r -r^) 

Gross':_o^73kg Tare:A^Lkg Net: 6^0 kg ff^ ^ t$ 0'^ 

Step #17 i 

Collect the remaining acceptable tablets in a clean, fed/prop erly identified drum lined 
with double polyethylene bags. Weigh and record the weights below; 

Scale: A/^^ MM** Equipment #: , 

Average weight of tablets: _^_J^±^I__ m E 
(from In-Process Record) 

Gross Weight: _±*2l kg ' , ,. r 

Tare Weight: fl.o3gkg i/j^ ^^kC^X 

Net Weight:- ft .S>*t kg ~T^SP^ 

Step #18 

Reconciliation - Compression 

Percent Yield: 

a. Total Net Weight after compression (Step #1 7): 
(Excluding QC Samples) 



O.S^l kg 



b. Total Net Weight of running rejects (tablets): o .2 t n kg 

c. Samples removed for QC testing (Step #16): c . o s o kg 

d. Net Weight of remaining blend: 0 kg 

e. Other (Specify: fz^S^-fc re^h O ■ ^ ! f k 8 

f. Total Net Weight Compression (a through e): V- N 2,3 k 6 

g. Total Net Weight after blending: ^ °* — kg 
(Step #12) 

h. Percent yield {(f7g) x 1 00%} : 
Step #19 



v. J^J$$>^ 




Move the drums to storage area and fill out inventory card. _JT±. -1$ — 




Master Record Approval 



Pr epfl red by: AKIN 6^ Reviewed by: 9^ Approved by: a£Zk£f 



Date: " 1 Date: Date: nrn^TCr, 

REDACTED " — nr. DAG i l0 — ; ftbrtr*^ 



^rA£t sw** 



A" 



.tJ 1 ' 



Andrx Pharmaceuticals, Inc. 

• • • » 

1 Product: Meloprolol Succinate ER Pellets 

Product Code: S817 Batch Size: JlUlf ^ Lot#: 



Page 2 ofl3 
Revision ff: 003 



Procedure 



Step fll 

Check the weighing room and all utensils including containers, polyethylene bags, 
s, scoops, spatulas, etc. for cleanliness. Check and complete the room logbook. 



covers, 



Room #: _ 



\03 



Step #2 

Check all ingredients listed on page # 1 that will be used in the manufacturing 
process for name, lot ^/receiving #. material code # and expiration date shown 
on the drums. 

Step #3 

Dispense and weigh Acetone, NF 0«em *5). Purified Water, USP (Item #6) in 
different suitable sizes of stainless steel containers. 



Container for Acetone: 
Container for Purified Water: 

Step #4 



3# 



gallon 
. gallon 



Weigh all ingredients and document on the "Raw Material Weighing Record" 
(page #3) and the Master Formula page (page #1). 



By Ck'd Bate 



4- 



REDACTED 



£L REDACTED 



REDACTED 



REDACTED 



Prepared by. _ 
Date: _ ^, 

—REDACTED 



Master R ecoiU Approval ^ 

. gjf [yr W- Approved by. 



Reviewed by: 
Date: _ 

— REDACTED 



Date: 

REDA CTED 



Afldrx Pharmaceuticals, Inc. 

Product: Metoprolol Succinate ER Pellets 

Product Cade : S817 Batch Size: JlHlLfL-J^ lx>i ^ : 



Page 3 of 13 
Revision#:003 



Kevisiom 



Raw Material Weighing Record 



L. 
h 



ltem#: 1A 



\ Narne: Metoprolol Succinate Active Pellets II 

Lotff: PfiJtP/3 
C Scale #: L—LLA 
"\ Gross: _£iJL£l£. kg 



LI Tare:_£_££-L 



Net; i'.fce 
Weighed by. __^L 



kg 
kg 



REDACTED 



Date: 

Checked by:. 



Q Item*: 2 



O 
Q 

LLI 



Name: f.udraplt S-lft O, NF (MHha rrvlIt Add Copctontrt 



KM CaAtM i 3101 
Scak#: &rlLS 
nm««- n.W<* kg 

Tare:_£i££± kg 
TJrt- O.I 3 7 kg 
"Weighed by: 



Receiving #: 



q to led 



REDACTED 

Date: 

Checked by: _ 



Item* 4 . 
Name: f olosamer NT fLutrol 



RMCodefl: 

Scale #: 

Gross: 
Tare: 
O Net: 



2305 



Receiving *: 010*1*? C 



O. 23 t- 



kg 
kg 
kg 



REDACTED 



jf^ Weighed by. ZZ^ 
g Item 

0 Name: Purified Water. USP 



Date: _ 
Checked by: 



3014 



CC RMCodc# 

Gross: ^£ji£l 

Tot: A/Jf 

Net g^j j^ 
Weighed by: 



Receiving #: «S^££ ^ >£i 



kg 
kg 
kg 



REDACTED 



Date 



Checked by.^Jj%L * 



AS 



Itetntf: 1R 

Name: Metoprolol Succinate Active PtlleU l 

RM Code#: S816 Rece*^ y 

Scale #: . 

Gross: REDACTED 

Tare; ^ kg 

Nrt- kg Pate! 




■eighedby. 



Checked by.. 



Ilem#: 3 



Name : Cellulose Acetate Butvrate. PG fCAB-Ml-15i 
RM Code#: 3187 Receiving #: Pi* $13 *f 

Scale Ik £dl2~ 



Gross: 
Tare:. 
Net: 



M3 ' 



IM1 



Weighed by. 



kg 
kg 
kg 



REDACTED 

Date: - 

Checked by: d^l 



Item#:_5_ 
Nntnf.; Acetone NF 



RMCode#:_H0L 



Scaled 



O 

Gross: ££ //^ kg 
p I^JLIIJL kg 

si: Neb m*£ kg 

Weighed by. ^ 



Receiving Ux£j£A±£l 

REDACTED 



Date- 
Checked by. 



Item*: 

Name: 

RMCode#:_ 

Scale #: 

Gross: 

Tare: > 
Net: 

W>tf£edby:_ 




REDACTED 




Date: 

Checked by.. 




Prepared by: 
Date: _ 



REDACTED 



Date REDACTED 



Approved by. # 
DateREDACTED 



::«'•■•; Weighing label *lSSLAtir xv ''- " 

Orurrl clean and tare ch'k by: Date:^^^ ./ jy 

,J% - nnim rlpan and tare ch'k by: A//A Date: A//A 

:<3ro5S! ffv// ST* Bxp-Da^REDACTEL 

code No.: LotWo. , ^/«<yV ^ t ^ /u „4 



FD#00i 

FD#007 



WEIGHING LABEL . " f WEIGHING LABEL 

: Drum clean and tare ch'k by: _4^L_ Date: . ^ 

. v. , Drum clean and tare ch'k by: _a£t<£___ Date: Jj&t—. 

: Product: /^^W _ j ✓ 

2 finHe No.: Rec/Lot No.: MUtlA.4 Prnrinct! &. tf '&**^fr*-S*' 

=: Gross: ^£ Exp. DatefifED ACTED Code No.THIZZIZ Rec/Lot No.: 

1 Tare; &3 Whg.By; .Gross: Z-fLlZ &. Exp. DatftLMU 1 CU : 

41. %/>fi r.h'k Bv : (m Tare:_£_££i__£3_ Whg. By : ^? 

^ Dat br:nArTFn : Net: L££L £± ch'kPv. Z2± 

j J , T ^> edf ^> HtJ'T Scale: V/^ Datel REDACTB& : — 

• D,»H„r«. M^/ .W. ^ — To be used for: 

i3 j . Prnritir-t: A/j>J*MKf £JL /ZA/t/i 

? Code No.: 6 */ 7 Lot No.: E£££jL±L 1 ' 

J CodeNo.:^X£>Z__ Lot No. : A 9 0A&/ *r 

? FPD#007 - FPD#007 



Net: 
* Scale: 



WEIGHING LABEL ......... 

g . ; WEIGHING LABEL 

Drum clean and tare ch'k by: ubtfd. — Date: 0SL 
:„'...[ m Drum clean and tare ch'k bv: &/A Date: A?//) 

I codeto Recti VtejUl& L Product: 3T 

K Gross- T^JX— Exp.D&EDACTED, CodeN °' : ff? Rec/Lot No.,^£^ 

,*JIaV Whg. Byi _^ Gross: Li^ £g Exp. Date:_^Zt_ 

Ch'kBy; 5± Tare; iULLLJZ Wh fl .By:_^_ 

Sca.e~ 3fe / - Dateju nAr . rr Net: WkBrZZZJSZ 

to b^ed jorr - v Sca,e - ^REDACTED - 

product:^^ ^ ^ - - pfoduct; ^.^^^^ 

CodeNo , Lot No.:, ^^^f - 7777 ^ j 

Fpoooo-. Code No.: ^ 2/7 Lot No. : r £££V^£ 



FPD900 



*. : .Andrx Pharmaceuticals, Inc. 
' Product: Metoprolol Succinate ER Pellets 
Product Code:_S817_ Batch Siz* 



Page4ofl3 

Revision #: 003 



Procedure 



v,necic the processing room and equipment for cleanliness, complete the room and 



equipment logbook. 
Room #: \ \ 3 



Equipment ft P • 1 U M 



By Ck'd D*te 



Step #6 

Check the materials for lot #/rec.#, code and amount against the formula (page #1), 
Check the weight of each ingredient 

Scale #: ±> - i*S 



Step #7 

Mix Purified Water, USP (Item #€) and Acetone, NF (Item #5). Add Poloxaraer 188 
(Lutrol F-68), Otem #4), Cellulose Acetate Butyrate (CAB-17M 5), PG (Item #3) 
and Eudragit S-100 (Methacrylic Acid Copolymer), NF(Item &*> a mixture of 
Purified Water and Acetone while mixing with a mechanical stirrer until completely 
dissolved. 



Equipment #: 
Start Time: _ 



Stop Time: g: *£ g^a: 



Total Mix Time: 



Step #8 

Proceed to the In-Process Data Sheet for equipment set-up. 

Tentative coating conditions are: 

Product temperature: 20- 40°C 
Atomization pressure: 1 - 3 bars 
Pump rate: .t>" 3 - 200 mL/min 



Master Reco 



Prepared by: 



Date: REDACTED- 



Reviewed by. 



^foACTED= 




; I 

red bv: q^jkfeafcjg ■ i 



ir^ Approved by. 

Redacted 



Audrx Pharmaceuticals, Inc. Panstiil* v *s?£ 

• • • • .-• . '-';<- : *fi : 

Product: Metoprolol Succinate ER Pellets 2o Revision#r.Ooi% : : -y^f 

Product Code: _S8n_ Batch Size: I-Hlgj^ Lotff. ^^^^^^^^^^ 



Procedure ■"'^^)^f? 



By Cltf dTi rvD'ite 

Step #9 ."W.-^ 

• * • "^iv 

Load the Metoprolol Succinate Active Pellets II (Item #1A and IB) to tiiefluidized , '* 

bed coater aijd spray the coating suspension from Step #7 onto the pellets. Record 
the coating conditions on the In-Process Data Sheet (pages 8 to 13). . : \ 

Remove j.Q k g of coated pellets when 51'fc5k g of coating solution has been 
consumed. Label " 4 k % coating level ggggW" on product contained- 1 
Remove 1-0 k g of coated pellets when JIUUkg of coating solution has been 
consumed. Label " 2S> % coating level fagcHf" on product container. / 
Remove the rest of coated pellets when coating solution has been completely 

consumed. Label " 30 % coating level PftJQfl" on product container, qf final . " * ■. •: -; ; \>v 

product V -V ^ 

Note: Spray slowly at the beginning to avoid agglomeration. &C> 'V vffi, 

Step #10 



Alter the coating solution from Step #7 has been consumed, stop the pump and 
dry the final pellets in the fluidized bed coater for 2 minutes. Remove pellets 

from the Glatt machine and continue drying in an oven. * . > ^ 
Suggested Guidelines for Drying in an Oven > : "['\ 

Equipment LJ^3 ,1\ -"\ V 

Temperature: Setting 40 i 10°C ••. !•."• 

Drying Time Start: Jl20£i* Drying Time Stop: ]G£<fcM Total Drying Time: e 9 h 1 * ^JrVC^^ 

LOD Equipment #: WO (Note: set the temperature to 105°C) . 
For £t> % coating level For 30 % coating level 

Sample Weight: . Sample Weight: ^Q ?\ "• 
% LossonDrymg(LOD):_JlJriil / % Loss on Drying (LOD); Jb23*t/ - 
For % coating level 

Sample Weight; 4 lb? f ^ -qPO^^ 



% Loss on Drying (LOD): / ■ ^ ^ 



Master Record 




Prepared by: S^iX Reviewed by: 0*V U V ^^^j — Approved by. r^^Sttcft^^, 

Date: Date: nrr , A r>i ^ rrr . ' 1 Date:. 

— REDACTED REDACTED ■ REDACTED — 



'ApdiTc Pharmaceuticals, Inc. 
Product: M ctoprolol Succinate ER Pellets 
Product Code: S817 Batch Size: j ^ n A jg . Lot #: 



Page 6 of 13 

Revision^: 00'3 



Procedure 



Step #11 

When the drying is completed, collect the pellets in clean, tared, properly identified 
drums or containers lined with double polyethylene bags. Record the weight. 

Scaled: 

For £ °/c coating level 

Gross: I -(Off kg Tare: d'OW kg Net: _JL2l4_ kg 



For <3 % coating level A „n n „ 
Gross: /«P,?7 kg Tare: g^gg^ kg Net:_jLH 



kg 



For 30 % coating level 

Gro^ TTT'SM kg Tare-. fr^fc kg Net: ke 



By 



CkM * Date 



as**® 



Step #12 



Screen the pellets from Step Ml 1 on 30 mesh and feO mesh. Collect 
the pellets between 30 a nd f?Q mesh. Remove approximately 0.02 kg 
sample for QC testing. 



Scale #: 



S-oit 



For 3.L % coating level 

Gross: O.imi. kg Tare: o.tlU kg Net: o.ozo kg 
For % coating level 

Gross: p. e ? 14- ke Tare: o.cn4- kg Net: fr.u-zo kg 



For 10 % coating level 
• Gross: p. t>73b kg Tare; t>-Pi3k kg Net: P.olq kg 



MS 



us 





Prepared by. 
Date: 



Reviewed by: 
Date: 



■REDACTED 



REDACTED- 



Approved by. tfO&v&sy— 

Redacted — 



i 



Ajidrx Pharmaceuticals, Inc. 

Product: Metoprolol Succinate ER Pellets 

Product Code: san . . BatchlsW l-f*!? 



Page 7 of 13 



Lot#: 



_ Revision*: 



003 



Procedure 



Step #13 

Record the weight of acceptable Pellets, from Step #12. 
Scale 5 - Vf ■ • : 

For 2>t» % coating level. .- : ■ r . 

Gros^jTjiiS-kg Tare:/- j^£l?Z_ kg, Net: p.\<\V H 

For 1* % coating level;,"- "r ../Jl - - \ , 
GrosICEili-^ Tar?r p.ift.?T -kg: Net: Mr/*- kg 

- - v *. ' • . . * ' .' 

For 1 0 % coating level : v., .. 

Gros7_JLi£lL*g T^:■^i*^.^^^Net:i ; ^5^fcli-k8 
Step #14 - Batch Accountably x 
(a) 



Sample weight for % LOD ;. . 
Analysis (Step #10) 

(b) Sample weight for QC testing 

(Step #12) . \*^v' '•. 

(c) Weight of acceptable pellets . 

(Step #13) 

(d) Weight of all in-process rejects: 

(e) Actual yield (a+bfc+d): 

(f) Theoretical Yield: ' 

(g) Percent accountable for . 
(e/fxlOO): 

Step #15 

Move drums to storage area. . 



6. Qli 
-1. fr.sl 



kg 

kg 

kg 
kg 
kg 

; mi2s kg 

33l -' % 



By Ck'd * Date 



mm 



M5 



Prepared by: . 
Date: . 



REDACTED" 




Master Recor 



Reviewed by. 
Date 



REDACTED 



Pate: REDACTED 




a I. *g 



E 



o 



.1 



t. 




b* 




0 
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REDACTED 



Metoprolol Succinate ER Pellets 

Ldt#P02014(28%) 

Dissolution (n=6) in pH 7.5 Potassium Phosphate Buffer 



P02014(28%) 

USPApp.2 

75rpm 

pH 7.6 Buffer 

Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 



Amount Dissolved {%) 



Time (hr) 


— 71 — 


■ V2 


^ 


V4 


I yg — I 


?6 


Mean 


%kSD 


Min 


Max 


0 


3 


2 


2 


3 


5 


2 


3 


42 i 


2 


5 


0.5 


4 


3 


3 


4 


6 


2 


3 i 


38 


2 


6 


1 


4 


3 


3 


4 


6 


2 


4 


37 


2 


6 


2 


5 


4 


4 


5 


7 


3 


5 


28 


3 


7 


4 


13 


12 


12 


14 


16 


12 


13 


11 


12 


16 


6 


25 


23 


24 


26 


30 


25 


26 


9 


23 


30 


8 


37 


35 


37 


39 


46 


37 


38 


10 


35 


46 


\ 12 


59 


56 


58 


60 


69 


59 


60 


8 


56 


69 


16 


74 


72 


73 


75 


85 


74 


76 


7 


72 


65 



Metoprolol Succinate ER Pellets 
Lot#P02014<28%) 




6 8 . 10 

Dissolution Time (hrs) 



REDACTED 



Metoprolol Succinate ER Pellets 

Lot#P02014(26%) 

Dissolution (n=6) in pH 7.5 Potassium Phosphate Buffer 



P02014 (26%) 

USPApp.2 

76 rpm 

pH 7.5 Buffer 

Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 









V3 


" V4 


vs" — 


V6 


Mean 


%RSD 


Min 


Max 


I 0 


4 


HH 


3 


4 


4 


2 


3 


26 


2 


4 


0.5 


5 


3 


4 


5 


5 


3 


4 


22 


3 


5 


1 


5 


4 


4 


5 


5 


3 


4 


22 


3 


5 


2 


7 


6 


6 


7 


8 


5 


7 


15 


5 


8 


4 


23 


22 


22 


22 


25 


21 


22 


6 


I 21 


25 


6 


40 


39 


38 


39 


42 


38 


39 


4 


38 


. 42 


8 


55 


54 


54 


54 


57 


53 


54 


3 


53 


57 I 


12 


77 


76 


76 


76 


78 


75 


76 


2 


75 


76 


16 


90 


68 


88 


89 


91 


88 


69 


1 


68 


91 



Metoprolol Succinate ER Pellets 
Lot#P02014(26%) 



100 




0 4- ■ , , , , , , , 

0 2 4 6 8 10 12 14 16 

Dissolution Time (hre) 




LABORATORY NOTEBOOK 



Notebook No.: 



Assigned to: ^A/o^n,^^ 
Date: ; a£UAuIED • ^ 



Use Nalge Cat No. 

€301*1000 
to reorder. 
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Printed on necycted paper 



PROJECT 



Notebook No. f i**Q 

Continued From Page 



31 




REDACTED 




REDACTED 



FOR UN1GLATT 
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REDACTED 



Date 



32 , ,1C t, & *P\lAs TT Notebook No. &r*0'& 

PROJECT ttwvprbk)! >«cut><?J€ rxua* 

Continued From Page 




REDACTED forun^tt . . 

. Lotnumbtn ^ £/Jfl£>-BJL Equipment number. F~-G>o*> 



Date: 



Sat up (circle one): Toptpmy (bottom eprey <WuwUfj) Bottom spray (cono) ^ 

Filter big: • micro citred ^^jBcnea 

Nonk ska (mm): 0* >4?£ - ' 1* " n 

column height: 3fcg!g- >^ Autoohakef: *. ON • OFF 

spacer: y " ' ' \ 



Xtm 


•pry f«ta 


ro 
amsVct 




AMI " 


0«td 

_H_ 




OuM 


or 


*, Conrnento 


/t?;t? 






0* 


IS 


HO 












if" 




0'/ 




ki 


65" 








icn. 


ft 




/•£ 




«V 




luf. 












/r 


. 






































**f 


/•£ 




7* 


& 






f:oi 


7-0 .. - 




AC 




04- 






tSU£. 






IT* 






■I? 


M5 












7'0 




7-i 




tfV 












10 


o-3 




is 
















P-3 




1-5 














0 . . 
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REDACTED 



Continued on Page 




Read and Understood By 



Rrp ftCTED 



Signed 



Date 



-*r- 

Signed 



REDACTED 



Oate 



PROJECT. 



From Page . 
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REDACTED 
j 



REDACTED 



FOR UNIGLATT 
Date; ■ . Lot "numb if; ^ItrlXtto-ZZ 

Sit up (drclt one): Top »pr»y "IJottom «pr»y tWurHttfjk 

Filter big: mlcfoafeed c aEt»wt— ' 

Hood* ttrt (mm): 0.8 «JLO* 1 -* * 

ptaU: A 6 C 

column hflfiM; *2a+*-i '. Autochthon'. ON 

spaem Yt» . . No . 



Equipment numbtr. P ~ / £^ 
Bottom cpny (cone) „ 



D 

• OFF 



Ml/1 



sprrytite 



XLS- 



pOouCM 
tf/Bter 



OuW 



</0 



Temp. 
JEL- 



2Sl 



Otfd 



i5i 



41 



13. 



25* 



6-o 



0-6 



£3_ 



6-o 



2^. 



C-0 



£3. 



63 



•7-Q 



6± 



3-1 



<T5 



6<f 



in** 



• So 



•7-0 



LJk. 



MR 



*3 



3§£ 



IBM 



■7Q 



i2JL 



us. 



62, 



0-7 



is 



63 



J6J4U 



3<< 



<»5 



22* 
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Signed 



Read and Understood By 



Date 



Signed 



Date 



project tiuhpmtpl -Sufl^frk gg. T&bUk 



Notebook Nr. S/f Iih0'3 7 
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REDACTED 

J — I I I L 



OKI OWWw 


grn/uaicn 


0/ 


Lot ISF 


Ratio 


Metoprotol Succinate pellets 


<l /VI Art 

100.00 


70 


SR1 860-32 


70 to 30 


CAB nf-fj r$ 


28.57 


20 




67 to 33 


AT cu 


0.00 


0 






PEG 400 


1429 


10 




67 to 33 


Total batch 


142.86 


100 




— W 


Total coating 


42.86 








Acetone 


700.00 








Coating solution cone 


5.77 
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SR1860-72 


gm/batch 


% 


Lot* 


Ratio 


Metoprolol Succinate pellets 


100.00 


60.000 


1860-64 




CAB 


56.67 


34.000 




[85 to 15 


Lutrol F-68 (Pluronic F-68) 


10.00 


6.000 




85 to 15 


HPC 


0.00 


0.000 






Total batch 


166.67 


100.000 






Total coating 


66.67 








Acetone 


1200.00 








water 


125.00 








Coating solution cone 


5.03 


















Total weight of coating 


1391.67 


















Take 10 gm of sample at 30% 


695.02 
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SR1860-74 



Metoprolol Succinate pellets 



CAB 



Lutrol F-68 (Pluronlc F-68) 



gm/batch % Lot# Ratio 



100.00 



60.00 



6.67 



60.000 



36.000 fov^pg 



4.000 ^cv<m 



1860-64 



90 to 10 



90 to 10 



HPC 



0.00 



0.000 



Total batch 



166.67 



100.000 



Total coating 



66.67 



Acetone 



1200.00 



water 



125.00 



Coating solution cone 



6.03 



Total weight of coating 



1391.67 



Take yxf gm of sample at 30% 



895.02 
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SR1860-75 


gm/batch 


% 


Lot# 


Ratio 


Metoprolol Succinate pellets 


100.00 


60.000 


1860-64 




CAB 


63.33 


38.000 




95to5 


Lutrol F-68 (Plutonic F-68) 


3.33 


2.000 




95 to 5 


HPC 


0.00 


0.000 






Total batch 


166.67 


100.000 






Total coating 


66.67 








Acetone 


1200.00 








water 


125.00 








Coating solution cone 


5.03 


















Total weight of coating 


1391.67 


















Take/fO gm of sample at 30% 


895.02 
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Metoprolol Succinate ER Pellets, 190 mg 
Lot#SR1 860-36(30%) 

Dissolution (n=2) in SGF, pH7.5 



Lot#SR 1860-36(30%) 

USP App. 2 

75 rpm 

SGF 

Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 



Lot#SR 1860-36(30%) 

USP App. 2 

75 rpm 

pH7.5 

Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 



* Data not used. The amount of pellets poured into the vessel was doubled. 



Time (hr) 


V1 | 


V2 j 


V3 


Mean 


%RSD 


Min 


Max 


0 


0 


* 


0 


0 


15 


0 


0 


0.5 
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1 


1 


16 


1 


2 


1 


3 
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3 
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2 
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22 
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18 


20 


12 


18 


22 
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49 
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42 


45 


10 


42 
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63 
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63 
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12 
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95 
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Time (hr) 
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I V2 | 
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%RSD 
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18 
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1 
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12 
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1 
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12 


12 


12 
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12 
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12 


12 


16 


15 


16 


A 


16 


2 


15 


16 



1 Data not used. Pellets were not poured into the vessel. 



Metoprolol Succinate ER Pe1lets,190 mg 
Lot #SR1 860-36(30%) 

100 ■ 
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REDACTED 



Metoprolol Succinate ER Pellets, 190 mg 
Lot#SR1 860-36(20%) 

Dissolution (n=3) in SGF, pH7.5 



Lot# SR 1860-36(20%) Amount Dissolved (%) 



USPAdd 2 


1 II 1 IC \% II f 


V1 


I V2 | 


V3 


Mean 


%RSD 


Min 


iviax | 


7 C rnm 

/ 9 rpm 
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I 0 


-1275 


0 
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our 


n c 
U.o 
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I 1 


50 
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Hanson 


1 


27 


15 


13 


! 18 


41 


13 


27 


uv Analysis, zounm 
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58 


68 


17 


58 
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ueupatn. lu.umm 
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86 


92 
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86 
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95 


102 




12 


103 


99 
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100 
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97 


103 




16 


104 


100 


98 


101 


3 


98 




Lot #SR 1860-36(20%) 




Amount Dissolved (%) 






USPApp.2 


Time (hr) 


vi 


V2 I 


V3 


Mean 


%RSD 


Min 


Max 


75 rpm i 


0 


0 


0 


0 


0 


31 


0 


0 


pH7.5 


0.5 


1 


2 ! 


1 


1 


31 


1 


2 


Hanson 


1 


5 


5 


6 


5 


8 


5 


6 


UV Analysis: 280nm 


2 


24 


21 


29 


25 


17 


21 


29 


Cellpath: 10.0mm 


4 


64 


58 


71 


64 


10 


58 


71 
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84 


78 


88 


84 | 
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78 


88 




8 


92 


88 


95 


92 | 
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88 


95 




12 


98 


95 


100 


98 I 
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95 


100 




16 


101 


98 


102 


100 


2 


98 
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Metoprolol Succinate ER Pellets,190 mg 
Lot #SR1 860-3 6(20%) 




Dissolution Time (hrs) 
-e-SGF -*-pH7.5 
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Metoprolol Succinate ER Pellets, 190 mg 
Lot#SR1 860-39 (40%) 

Dissolution (n=3) in SGF and pH7.5 Buffers 



Lot#SR1860-39 (40%) Amount Dissoived (%) 



USP App. 2 


Time (hr) 


V1 


V2 


V3 


Mean 


%RSD 


Min 


Max 


75 rpm 


0 


10 


11 


12 


11 


9 


10 


12 


SGF 


0.5 


31 


32 


34 


32 


4 


31 


34 


Hanson 


1 


49 


50 


52 


50 


2 


49 


52 


UV Analysis: 280nm 


2 


75 


75 


76 


75 


1 


75 


76 ! 


Cellpath: 10.0mm 
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95 


94 


95 


95 


0 


94 


95 j 
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100 


100 


100 


100 


0 


100 


100 




8 


103 


102 
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102 


0 


102 


103 




12 


105 


104 


103 


104 


1 


103 


105 




16 


105 


104 


104 


104 


1 


104 


105 | 



Lot#SR1860-39 (40%) 

USP App. 2 

75 rpm 

pH7.5 

Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 



Amount Dissolved (%) 



Time (hr) 


VI 1 


V2 | 


I V3 


Mean 


%RSD 


Min 


Max 


0 


8 


7 


7 


7 


9 


7 


8 I 


0.5 


22 


21 


19 


20 


7 


19 | 


22 I 


i 1 


31 


30 


28 


30 


5 


28 


31 


2 


48 


47 


44 


46 


4 


44 


48 


4 


74 


73 


69 


72 


3 


69 


74 


6 


89 


88 


86 


88 


2 


86 


89 


8 


97 


96 


95 


96 


1 


95 


97 


12 


I 104 


103 


102 


103 


1 


102 


104 


16 


107 


106 


105 


106 


1 


105 


107 



Metoprolol Succinate ER Pellets,190 mg 
Lot #SR1 860-39 40% 




6 8 10 
Dissolution Time (hrs) 



12 



14 



16 



-SGF 



-pH7.5 
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Metoprolol Succinate ER Pellets, 190 mg 
Lot#SR1 860-38 (30%) 

Dissolution (n=3) in SGF, pH4.5, pH6.8 y and pH7.5 Buffers 



Lot #SR1860-38 (30%) Amount Dissolved (%) 



USP App. 2 


Time (hr) 


vi 1 


V2 | 


V3 


Mean 


%RSD 


Min 


Max 


75 rpm 


0 


21 


20 


16 l| 


19 


12 


16 


21 


SGF 


0.5 


64 


66 


58 


62 


7 


58 


66 


Hanson 


1 


85 


87 


80 


84 


4 


80 | 


87 


UV Analysis: 280nm 


2 


99 


100 


96 


99 


2 


96 


100 


Cellpath: 10.0mm 


4 


104 


105 


102 


104 




102 


105 




6 


105 


106 


104 


105 




104 


106 




8 


106 


106 


104 


105 




104 


106 




12 


106 


107 


104 


106 




104 


107 




16 


106 I 


106 


104 


106 




104 


106 


Lot#SR1860-38 (30%) 




Amou 


nt Dissolved (%) 


USP App. 2 


Time (hr) 


V1 | 


V2 | 


V3 


Mean 


%RSD 


Min 


Max 


75 rpm 


0 


12 


11 


10 


11 


9 


10 


12 


pH7.5 


0.5 


26 


24 


24 


25 


4 


24 


26 


Hanson 


1 


36 


34 


35 


35 


3 


34 


36 


UV Analysis: 280nm 


2 


54 


51 


52 


52 


3 


51 


54 


Cellpath: 10.0mm 


4 


79 


76 


78 


78 


2 


76 


79 




6 


93 


91 


93 


92 


2 


91 


93 




8 


100 


98 


99 


99 


1 


98 


100 




12 


106 


104 


105 


105 


1 


104 


106 j 




16 


108 


106 


107 


107 


1 


106 


108 



Metoprolol Succinate ER Pellets/190 mg 
Lot #SR1 860-38 30% 




0 -I 1 1 1 1 1 1 1 1 

0 2 4 6 8 10 12 14 16 

Dissolution Time (hrs) 



— e-SGF -*-pH7.5 
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REDACTED 



Metoprolol Succinate ER Tablets, 190 mg 
Lots: SR1 860-63 #27 #28#29#30 

Dissolution (n=3) in pH 7.5 Potassium Phosphate Buffer 



Lot #SR1 860-63 #27 Amount Dissolved (%) 



USP App. 2 
75 rpm 
pH 7.50 
Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 


Time (hr) 


VI ] 


V2 | 


V3 


Mean 


%RSD 


Min 


Max 


0 


0 


0 


1 


0 


67.8 


0 


1 


0.5 


14 


17 


16 


16 


8.9 


14 


17 


1 


30 


36 


32 


33 


8.5 


30 


36 


2 


56 


65 I 


60 


61 


7.4 


56 


65 


4 


78 


91 


84 


84 


7.8 


78 


91 


6 


82 


96 


90 


89 


8.1 


82 


96 


8 


83 


97 


91 


90 


8.1 


83 


97 


12 


83 


98 


91 


91 


8.0 


83 


98 


Lot #SR1 860-63 #28 


I 16 


83 


97 


91 


90 


8.0 


83 


97 I 






Amou 


nt Dissolve 


id(%) 








USP App. 2 
75 rpm 
pH 7.50 
Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 


Time (hr) 


V1 | 


V2 ] 


V3 


Mean 


%RSD 


Min 


Max 


0 


0 


0 


0 


0 


117.7 


0 


0 


0.5 


17 


20 


15 


17 


15.5 


15 


20 


1 


35 


40 


30 


35 


13.9 


30 


40 


2 


64 


71 


56 


64 


12.0 


56 


71 ! 


4 


89 


98 


78 


88 


11.1 


78 


98 


6 


94 


103 


83 


93 


11.1 


83 


103 j 


8 


95 


105 


84 


95 


11.0 


84 


105 


12 


96 


105 


84 


95 


11.0 


84 


105 


16 


95 


105 


84 


94 


11.1 


84 


105 


Lot #SR1 860-63 #29 




Amou 


nt Dissolve 


>d (%) 








USP App. 2 
75 rpm 
pH 7.50 
Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 

Lot#SR1860-63 #30 

USP App. 2 

75 rpm 

pH 7.50 

Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 


Time (hr) 


V1 


V2 


V3 


Mean 


%RSD 




Max I 


0 


0 


0 [ 


0 


0 


-33.1 


0 


0 


0.5 


15 


15 


15 


15 


2.2 


15 


15 


1 


31 


31 


31 


31 


0.7 


31 


31 


2 


57 


58 


57 


58 


1.0 


57 


58 


4 


78 


80 


78 


79 


1.3 


78 


60 


6 


82 


84 ( 


82 


83 


1.3 


82 


84 


8 


83 


85 


84 


84 


1.2 


83 


85 


12 


83 


85 


84 


84 


1.2 


83 


85 j 


I 16 


83 


65 E 


84 || 84 


1.2 


83 


85 






Amount Dissolved {%) 










V1 


V2 


V3 


Mean 


%RSD 


Min 


Max 


0 


0 


0 


0 


0 


-17.5 


I o 


0 


0.5 


20 


20 


23 


21 


7.2 


20 


23 [ 


1 


39 


40 


42 


40 


4.6 


39 


42 


2 


68 


71 


72 


70 


2.9 


68 


72 


4 


92 


96 


96 


95 


2.2 


92 


96 


6 


97 


101 


100 


99 


2.0 


97 


101 


8 


98 


102 


101 


101 


2.0 


98 


I 102 


12 


99 


102 


101 


101 


1.9 


99 


102 


16 


98 


102 


101 


100 


2.0 


98 


102 



Metoprolol Succinate ER Tablets, 190 mg 
In pH 7.5 Potassium Phosphate Buffer 

120 T 




Dissolution Time (hrs) 



-o- Lot #SR 1860-63 #27 


-O-L0t#SR1 860-63 #28 


-6-Lot#SR1860-63 #29 


-o- Lot #SR1 860-63 #30 



File:GAWorking\Nonstab\Metop\& 8SR1 860-63 #25#26 #27 #28 #29 #30&-72 30% 40% 



Dissolution Disk #1 Meto001 



REDACTED 



Metoprolol Succinate ER Tablets, 190 mg 

Lots: SR1860-72 30%-40% & SR1860-63 #25 #26 

Dissolution (n=3) In pH 7.5 Potassium Phosphate Buffer 



Lot#SR1860-72 30% Amount Dissolved (%) 



USPApp.2 
75 rpm 
pH 7.5 




V1 | 


V2 | 


V3 


Mean 


%RSD 


, Min 


Max 




0 


0 


0 


0 


#DIV/0l 


0 


i 0 


0.5 


8 


8 


7 


8 


7.5 


7 


8 


Hanson 


y 


29 


29 


27 


28 


4.1 


27 


29 


UV Analysis: 280nm 


2 


70 


71 


68 


70 


2.2 


68 


71 


Cellpath: 10.0mm 




98 


99 


98 


98 


0.6 


98 


99 




5 


102 


103 


102 


102 


0.6 


102 


103 




8 


103 


104 


103 


103 


0.6 


103 


104 


Lot #SR1 860-72 40% 
USP App. 2 


12 


104 


104 


103 


104 


0.6 


103 


104 


16 


104 


105 


104 


104 


0.6 


104 ! 


105 




Amou 


nt Dissolvt 


>d (%) 






Time (hr) 


V1 J 


V2 || V3 


Mean 


%RSD 


Min 


Max 


75 rpm 
pH7.5 
Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 

Lot #SR1 860-63 #25 

USPApp.2 

75 rpm 

pH 7.5 

Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 

Lot #SR1 860-63 #26 

USPApp.2 

75 rpm 

pH 7.5 

Hanson 

UV Analysis: 280nm 
Cellpath: 10.0mm 


o 


o 


0 


0 


0 


#DIV/0l 


0 


0 


n *» 


3 


3 


2 


3 


21.7 


2 


3 


* 


9 


9 


7 


8 


13.9 


7 j 


9 


2 


25 


26 


23 


25 


6.3 


23 


26 




60 


62 


57 


60 


4.2 


57 


62 




82 


83 


60 


82 


1.9 


80 


83 


8 


91 


92 


89 


91 


1.7 


89 


92 


12 


95 


96 


95 


95 


0.6 


95 


96 


16 


L 96 


97 


96 


96 


0.6 


96 


97 






Amount Dissolvi 


*(%) 








Time (hr) 


V1 


V2 


V3 


Mean 


%RSD 


Min 


Max 


u 


0 


0 


0 


0 


#DIV/0l 


0 


0 


i ft c 


17 


17 


19 


18 


6.5 


17 


19 


4 

1 


37 


37 


39 


38 


3.1 


37 


39 


2 


70 


69 


73 


71 


2.9 


69 


73 I 


4 


98 


97 


101 


99 


2.1 


97 


101 


6 


104 


103 


108 


105 


2.5 


103 


108 i 


8 


107 


105 


111 


108 


2.8 


105 


111 


12 


108 


107 


112 


109 


2.4 


107 


112 


16 


109 


108 


113 


110 


2.4 


108 


113 






Amount Dissolv 


ed (%) 








Time (hr) 


VI 


I V2 


V3 


Mean 


%RSD 


Min ! 


Max 


0 


0 


0 


0 


0 


#DIV/0! 


0 


0 


0.5 


15 


15 


12 


14 


12.4 


12 


15 


1 


33 


31 


28 


31 


8.2 


28 g 


33 


2 


63 


59 


56 


59 


5.9 


56 


63 


4 


68 


82 


79 


83 


5.5 


79 


88 


6 


93 


87 


84 


88 


5.2 


84 


93 


8 


95 


68 


86 


90 


i 5.3 


86 


95 


12 


96 


89 


87 


91 


5.2 


87 


96 


16 


97 


90 


88 


92 


5.2 


88 ] 


97 



Metoprolol Succinate ER Tablets, 190 mg 
in pH 7.5 Potassium Phosphate Buffer 




Dissolution Time (hrs) 



-0- Lot # SR1 860-72 30% -O- Lot # SR1 860-72 40% 
-A-Lot#SR1 850-63 #25 — o— Lot # SR1 860-63 #26 



Rle:G:\Working\Nonstab\Metop\& 8SR1 860-63 #25#26 #27 #28 #29 #30&-72 30% 40% 



